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\an serotype 3 rotaviruses from^nimal serotype 
basis of similarities or diff^Bices in Hmfl and 
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rion profiles, unusual group A serotype 3 human rotaviruses that 
d tc subgroup I were shown to be of feline and canine origin By 
nroarh thp new burton rotavirus isolates :»x^ ( AJ-.87, AU , , 
anl AU--1115 were shown to resemble certain feline-like human 
u s ;c Similar results were previously obtained by Nakagomi et 
agomi/'A. Hoshima, Y. Aboudy, I. Shif, M. Mcchizuki T 
i and T . Ootlieb-S^ematsky. J . Clin. Microbiol. ,8 1198-1,0., 
V using RIJA-P.IJA cross hybridization with established feline 
uses 'The restriction fragment length polymorphism assay can 

last and valuable information on the interspecies transmission 
uses in nature. 
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"HELP COMMAND-S" at an arrow prompt (->) . 
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cs L epa r t merit of Po^jjticn Medicine, Ontario Vetern^ College, University 
Guelph . . 

SO C.«Ih-N J'jUPNAL CF VETERINARY RESEARCH, (1992 Jul^)b (3) 184-b. 

Journal cede: CKL. ISSN: 01- 30-9000. 
CY Canal:, 

DT 0. ;:.:.. h ; Article; ( JOURNAL ARTICLE} 
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F 3 t : r l o r t y J ■: ■ u rnals 
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AB A ca se-- corit. rol studv of diarrheal disease in veal calves was conducted 

over ..-i three month period on a single large veal farm in southern 
Ontario . 

One hundred diarrheic calves (cases) were identified by visual 
ex a mir. a ti on 

:f their re:es. Each case was matched to two nondiarrhetic controls from 
the sane r o om or: tine same day, and a fecal sample was obtained f rem each 
?uiirnal. Fecal consistency -f cases and controls was observed daily for 

one 

week following sample collection. Control calves which developed diarrnea 
rarinq that pericd were excluded from the study. Breed, sex and the date 
ind nature of antimicrobial drugs administered tc each calf were 
recor hod . 

Moisture content of fecal samples was measured by weighing samples before 
■cod after oven drying. Samples were screened for verocytotoxigeni: 

•■^ . _ v . - . _. 1. . _ t » /umi? -» tr- ~ 1 1 a e o a \ r f .ir 

Hi ~ ^ 1 1 c l _ _ 1 1 x ci l u j. j, \ v i il> j a .j j. ii >.) -j. v *=j- ^ -^v^u-j. ^ — j i - - - 

•: j.xiqenic E. cch (STEC) using an irnmunoblot procedure with 

anti-K " 5 

monoclonal antibodies, and for Salmonella species using modified 
semi- solid Rappaport- Vas si 1 ladis medium. A latex agglutination test was 
used to detect rotaviruses, and samples were examined for Cryptosporidia 
using sucrose wet mounts. No VTEC were identified in cases or controls, 
■one calf was positive for Salmonella and three were positive for ETEC . 
Rotaviruses were detected m four cases and four controls. A significant 
positive association was found between diarrhea and infection v/ith 
Cryptosporidium. This study thus provided no evidence of an association 
r c-tv--:. diarrhea and infection with either VTEC, STEC , Salmonella spp . or 
rotaviruses in the population examined. On the other hand our results do 
suggest that Cryptosporidium infection may promote transient diarrheal 
disease in veal calces in Ontario. 



= > s 12 and 13 and 15 

L10 22 6 L2 AND L3 AND L5 

= > s 110 and 16 

Lll hi LIU AND 



AN 2 000491:944 MEDLINE 
DN 2 043101" 6 

rn t report of the Rcta.vijrus Surveill a nee Programme. 

1 9 0 9 / 2 0 0 0 . 

r,\] Masenrivcz P; Bogdanovi c-Sa K ran N; Palombo E; Bishop R; Barnes G 
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^■ l ^u,:nal Rotavirus Reference Centre has conducted 
rotavirus surveillance by means of a collaborative laboratory 
r-.-^-i -mtiative started in June 1999. The serotypes of 

hat leal to the hospitalisation of children with acute 
;^ d: -iea were determined from June 1999 to May 2000. We examined ll,o 
rotavirus specimens using a combination of monoclonal 

a^tcc'r^-uncassay, reverse trans ::ri P t ion-pol ymerase chain reaction, 

n > nation. The four mjst common serotypes G1-G4 were 
4>--~rted. More tlu.n "0 of isolates tested were serotype Gl, 
.V*t serotype Gl be::;q represented m mDSt centres 
ZWr lia-wTde. Serotype G9 rotaviruses were identified for the 
fn.st time in Australia, :md were second in importance wi.n ^ 

te— i The significant presence 3 f G9 viruses throughout Australia 
c-u-rq^its the emergence cf a new serotype and has implications 
lor' current rotavirus vaccine strategies that target 
serotypes G1-G4 . 

AUCttEF 2 OF 32 MEDLINE 
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Serotypes and subgrc ups :f rotavirus isolated from 

:;i;::r d ;: ^0^^^, Azevedo M S; Leite a P; Munford V; Pacz M L 
LVnr-irologia/lPTSr/UFG-Gcaania-GO, Brazil.. divina@netgo com br 
/•■ !F v: v ;. OF HEALTH, POPULATION, AND NUTRITION, (2000 Jun) 18 (1) 39-43. 
j:; irn ,I cede: DTT . ICSN: 1 6 0 0 - 0 9 97 . 
B^icl ;::-oh 

: Article; (JOURNAL ARTICLE) 

En ill oh 

P r . o r:ty Journals 

or'up~A rotavirus, cttamed from children of Goiania, Brazil, 
du-ini 19B7-1994, were analyzed for subgrcup and G serotype by 
^n^ via— linked immunosorbent assay with monoclonal antibodies. 
The index of serctyrmg obtained was 61.47 with the following 

Jp °f; IO] i : i : - ro__9 8 o- .y::--9.:^, G4--1.5 , and G5 — 2.3v. It was observed 
K3± " ~ I ' ]C -. n f . ■, r ( oo -, n ^ fr-.m 199'-; to 1 C C94, and G2 from 

that 041 o :curred from 19:- 7 1 ana rum i?.?-» - j ^- / 



199 0 



tc 1593. About 940 ; f 
foil: wing results: 53 
non-I-ron-II . Unusual 
serotypes , subg roups , 
t to- samples: 2 U o: 
that. 

;-: j ;;t re 1 1 I' 



;:h- samples (85/90) could be subgrouped witn the 
V- frr SG II, 7.3 0 SG I, and 31.10 for SG 
relationship patterns were also detected among 
ini profiles of elect rophe retypes in 57. 0-' 
' v . .,, n > v ■ r> f - 1 e The 1" e s lilt s 
: :;u or th-on were '.-t^ / .:>ct ± ^ j_^ng : - 

a nation 1:1 temporal and reg^na^ .....a ^ a .... _ - . i. x ... - -» 
the d^ve. c-;:ont of rotavirus vaccine. 
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E cider.:, olocucal studies on the VP7 serotype prevalence of human 
rctaviruse: m South Africa and the United Kingdom identified several 
strums which could not he serotyped as 01-04 by 

monoclonal antibodies. Further analysis of these strains with a 

• -qaa- : : i o monoclonal antibody and with probes for human 
: .tore . r u: — s confirm--:; thorn as :4 3 r :■ t a vi n, e.: . These GB ^-trains exhibited 

a 

hiqn dec: ree of sequer.ee rdcio ity when compared with each other and with 
ether rotavirus 08 strains. Five South African strains were 
f u r t h e r c liar a c tei ize :; a s V P ^ub g roup I , but w 1 t r i a 1 o n g P NA 
rlert rop he retype, which is similar to the G: strains previously isolated 
:t: Finland. In the UK i trams, :me was VP9 cubgroup II with a long P.N A 
f de:tn r serotype (similar t: the Italia:: 0 ; : strain). T:> ether two were 
cur \ r . u I with a sn: rt RNA e 1 ec tr opher at yp e . None of these stiaui.i 
enhib it trd tne £ upe r - o hor t RNA elect rophe rotyp-e described in the pr<: t.ot.yp 

0 8 :tmans recovered from Irobonesi a (6..M) . 

ii. an.?v;ep of 32 medline 

AN 1 c : c_ ■ 2 7 :• 1 MEDLINE 
DM • a. — " - r 

TI Evidence of: h 1 gh - f re ju-ncy genomic reuse :> rtme:at. :f group A 

rotavirus strains m Bangladesh: emergence of type 09 m b;'l. 

AU Unr comb L E; Redder U Gentler. 1 P.; Woous P A; Hasan K 2; Faruque A 3; 
Albert. M J; Olas^ R I 

CS International Centre for Diarrhaeal Disease Research, Bangladesh, Bhaka, 
Ban a 1 ade sh . 

SO JOURNAL OP CLINICAL M I CROB I O 20 9Y , (19-9 Jun ) 17 (6) 1 S B 9 - IT . 

Journal code: H3H. ICON: OOO'C-1137. 
CY Unite:; States 

DT Jjurnal; Article; {JOURNAL ARTICLE) 

LA English 

FS Priority Journals 

EM 1 • 9 : : I 

EW „ '• : ' 1 . -i 

AB V7e Characterized 1,534 rotavirus (BY) strains collected in 

Bangladesh from J9d2 to 1997 to assess temporal changes in G type and to 
s:uuy the most o;ommon U .-uid E' types using reverse t ransc. r l pt ion- PCR , 
'.; I ice n cc: 1 e ot toe proo- h yb r i :i l z a 1 1 on , and monoclonal 

aatiroavucceu enzyme immunoassay. Results from this study combined with 
sir pr-vi ous fmciings from 1 : v 7 to 1^91 { F. Bin 3:: an et al., J. Clm. 
KLcrob: ol . 29: 3 62 -8 Co, 1. 9 9 1 , and L. E. Unicomb et a 1 . , Arch. Virol. 

1 12 : 2 0 1- 208, 1991) (n = 2 , 5 1 c - fecal .specimens) demonstrated that the 
distribution of the four ma] or G types varied from year t: year, types G 
t; 02 :acn: t it.uted C T of ail strains tested (n == i,.:C4), and type '94 was 

Type G9 RVs that, were :j^:iot ype ? [ C ] and P [ 8 ] wit n both long and short 
.riectr q)h jretic patterns einenjei 1:1 1999. The finding of five .different 
::enot. V] es among G9 strains, of whi ch tin e- wete fit? |u«nt. ly detected, 

a oh—da t hi a t th^y ray haca- an masual propensity for re as so rtment that 
• ; . -hat found 0- h : * !a- aammah G OlaU V7e als-' detected ai.V 00;; • 

a una-. in serotypes 2 cat U- time, as indicated be/ ru^ 
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TI [evelnpnent of a flujiesuent focus identification assay using 
serotype- s peou. f i c monoclonal antibodies for de taction 
a : : ;1 a.;-o-ititar ion :»f r ot a viruses in a tet r aval en t. rotavirus 
vaccine . 

AU V nng : P; Go.1 :1b er :i K K; Ma X D; Magargle V7; Rapt ape rt R 

CS Woeth Ayerst Research, Philadelphia, Pennsylvania 1910 1, USA. 

so o: a.l and piacmosti c la.bopatopv immnnolosy, f i : - s- -f Nov; 11 

Jour:o; : — de: CB7 . ISSN: 1071-41.PX. 
CY United States 

PT J:urr:A; Artiole; ( JOURNAL ARTICLE) 
LA Pv 

PS Prior it ■,' 7 o:r:i 3 1. s 



ew i p 9 9 o;: ol 

AB A flu ores rent focus ident i f icat.i on -a s s h y (FFIDA) was developed for use m 
experimental studies an:i for quantitation of the :c nvporients m a 
tet ravalent live oral rotavirus vaccine. The assay 
utilin-s four serotype - speo-.i fio neutralizing monoclonal 
antibodies ( MAb ) to detect and quantify individual rotaviruses by 
immurio f lu o reso-eioce staining of fixed vi rus- infected monkey kidney cells. 
In m.io:-d virus infections, all four MAb, Wl (serotype 1), 1C10 ( 
serotype 9), Pi (serotype ?), and 34 (serotype 

1), sp-c l f l ca 1 1 y stair, the relevant homologous serotype without 
e >: iut o t l n -a n y r r o = s - r e h v t ivity a g a l n s t t h e o t. h e r sero type s . 
Furthermore, the test is sensitive enough to differentiate at. least 
twofold (■:.?. .P: :M different? in virus titer. The results of testing four 
individual exr. eminent al vaccine lots three or mo re consecut ive 
times showed that all four lots contained similar proportions of the four 
vaccine strains as detected ky the classical plaque neutralization 
identification test. The rapidity and efficiency of the FFIPA are 
desirable attributes that make it suitable for us- in studies requiring 
identification .ana quantitation :f one or more of the four major 
rotavirus serotypes . 

Lll ANSWER 6 OF 99 MEDLINE 
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DN 9 5955949 

Tl The Salmonella tmpC ; - u - : structure and use -is a /arrier for heterologous 
sequences . 

AN Puente J I.; Juarez P; Bobadilla H; Arias C F; Calva E 

CS Impart umer.to oie Micr obi ol ogia Molecular, Un.iversidad Nacional Autonoma de 

Mexico , Cuernavaca. 
SO GENE , 19-5 Apr 14) 1 o 6 (1) 1-9. 

~::urr.u". cod-: FP'P. IP. N : 0 : 7 f - .1 119. 



• oV; . itoone 1 la typhi (St'- inr • ' gene codes t<.i a minor outer membrane 
v.eon (OMP) tnat i r. Liihly expressed m koth loo; and high osmolality. 

>ridi nation .• • * v:ith the entire cjene or with segments thereof, omp. 



■a 



serotypes, with the • -<-p * i o;n of S. ar::: i;ar, The study nsPoi^ 



(b 



nzvn:t- linked immunosorbent assav; ELI3A) or intaot 



p r ep .h l\i 1 1 ■: ns 

;. y EL7SA and infflfm eg old-lab- Lima ) , indicating ^H5t regions c and f are 
ii ^ :; t. e d : ^v.'aras the cell surface and are probably exposed. As has beer: 
show:; iefcre for otner regulated OMP, t.nis experimental approach : xiici br 
use:: oi f :> t the pres-r nt at. ion o f .net er :d. :■ 30 is epitopes in dicier to :j a .1 11 
owl edge about pon.n t op ol ogy , f:r testing tne effect of altered norm 
.; r : ; epitopes 01 i^cteml pir/i-iolor// :> r else, in the cie 
0.0 1 1. 1 '/a lent vaccines . 
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subgroips an:i serotypes 'if rotavirus 

: it h Indian : oiuiiumties. 
in:;h V; Kaiiwar 2 S; Kent. a 1 
Oas t r j-nt -r j 1 o : iy , ?o s t :: t a :;u i t e Institute of Me^i od 
E due it .; on and Research, do a nd 1 g a i:h . . 

::■::>: a:-j rediatri 72, ;i : d'4 :.i:i 31 ( 1. ) 2 7 

7 . code: OMO . I 277N : : 0 1 - - 6 Do 1 . 
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Journal; Article; ( 70YRNA1 ARTICLE) 
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To know prevalence of rotavirus diarrhea sub g roups and 

serotypes, a prospective study was conaucteci in rural, periuroan 

and urban o-o irurvini t 1 es at Chandigarh. Weekly surveillance for diarrheal 

etcuscdes was carried :ut in 110 families each from rural, perinrhar: and 



urkc-o 



al 1 1 les c : itut in-: 



c 04 children < 0 years of age from October, 
L?3t to February, 1 1 . Steed samples of 2 1c: diarrheal episodes ■: :currino: 
in 115 children were .subjected to rotavirus detection by ELI2A. 
Rotavxrus positive samples were further analyzed for suk croups and 
serotypes using specific monoclonal antibodies. Overall 
p r e va 1 e n c e o f rotavi rus d 1 a r r h e a wa s 4 . ? ( 2 0 ./ o 8 1 ) . 
Rotavirus constituted 11. 0 : ( 2 : / 2 1 5) of total diarrheal episodes 
and 22 ( 2 c" / 1 1 : ) am::;:: tne children affected wit:; acute diarrhea. Among 
rural, penurtan and urban co mmuni t.ies , the overall prevalences :f 
rotavirus diarrhea were I,:':-., :' . 2 and 2.11 and episc-de related 
prevalt-ices of :' 1 . 8 : , 7.4: and 0 , respectively (chi 2 test for trend was 
highly significant fr:m rural to periurran to urban localities). Forty 

■cent f ! 3 / 2 o of rotavirus p ■' s 1 t 1 ve samples were subgroup I and 
00 ( 1 C / 2 5 ) suk-groono II. of the 20 rotavirus strains, 4 1 (17) 
were serotype 2, 2 4 (n = 0) serotype 3 and 76' (n = 
7) serotype 4. Ko definite temporal, or seasonal pattern :f 
rotavirus was observed; however, more cf rotavirus 

diarrheal episode. 3 (10 ) occurred during winter season. Subgroups and 
serotypes were ok .served to cocirculate during the 
rotavirus * - p : s ;«•.-. Z - 10 u t r "a t 1 on cf serotypes m 

imply th.tt tut vaccine to be -used m -ur country 
s protect : v- to- ha v - • an effective imrc-u't on rotavirus 

B2TRA0T T- r K 7 77 ED AT .1 C o WORDS) 
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■rcry: :nq :f human rotavirus in the Tokyo area was conducted 
om i'-90 r: 199 3 by enzyme immunoassay with monoclonal 
o:;;ooes ( EI A- MAI) s : ag amst VP' 7 and by reverse t r an:: c r ipt i on and 
; i. yme rase chain react ion iRT-PCR) amplification of the VP4 and VP" 
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CS Oepu r t anient :■ de Virodcijia del Centre de Inves tiga Clones Regionales, 

U n l v e r i da d Au t o n oma de Y a c a t a n , Me r l da . . 
30 REYI2TA DE INVESTIGATION OL.I NT OA, ( 1 ? 9 4 May-Jun- 46 (3> 0 15--. 

Jiarn.i.l code: 3CH. I3SM: 0 0 3:4-837-:.. 
OY Mexico 

DT Journal; Article; (OOURNAL ARTICLE) 
LA 3 p a n i s h 
EM 199:02 

AB Purine? a period of six years ( 1 0 3 c : - 1 9 9 0 ) , rotavirus G 

serotypes were investigated in 104 fecal samples isolates 
according to an immure enzyme .assay us in:? specific monoclonal 
antibodies against, serotypes 1, 2, and 4 of the VP7 . The 

serotypes were established in 65 samples (u2.5n) and could not be 
determined in 3^ sampl es . In the to classified serotypes, 7 
(6.7:) were found to belong to serotype 1, 23 (22.1; } to 
serotype 2, 12 (ll. 1 :;) to serotype 3, and 2 3 (22 . 1 : ; : ) t o 
serotype 4. The occurrence of the four 1 serotypes during 
t h e s i x yea r s wa s : s er o type 3 wa s p r e s e n t i n three of th e s l x 
years; serotype 2 was detected in two epidemic outbreaks (1939 
and i r -'-0); serotype 3 appeared in the second year and was seen 
m the remainder of the study; and serotype 4 was present in the 
oix ye.ars. V7e conclude that the four serotypes occur in our 

cpulotion and that future effsrts to test the ef f l :aoy of any 
vaccine against this virus should evaluate a protective response 
;:.>::. • the four serotypes. 



' Oil a ra> *t e r l rat l on o i a no : :ienic typ^--. : f oirouluoina rotav.i ruses i io 
0 no :;. .. - Argentina nao-u .;h typing of the external VP' 7 cap-oa protein: 
'ara,: t e.ri za si on de t ipos .intiqeiiicus de rotavirus ciroulantes en 
'eudczo, Argentina ^n : as- a 1 1 p l f i • a i n de la protema de la capside 
r x t e m n-i V p 7 . 

Ospul u; o.iello H; Nov.oUa L M ; Mamani !J; O ' Ryan M; O ' Ryan M 
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AF. Rotavirus is one of the most :i»~n etio logic agents of acute 

•;iaM'i-a in chi. Idhood . Un^ierstanding the immun Diogic me :hanisnis involved 

no rotavirus diseases, : n .- 1 uci i:og encwleoige c:i seasonal and 

oeocrr ar hie ant.iger. i c va 1 1 a 1 1 o:is m,;y be orucial for vaccine 

devel ov merit . A monoclonal ant ikody based EL ISA sp-cific for 

ai:M :>;-:.ic domains : n the out^t oafsi d p'fotein VP/ has been developed and 

uses w: dely in t he past years . We stuolied the rotavirus VP7- 

serotype ep : demi ol :g y causing diarrhea in children who consulted 

at two main :vost: Kiis of Mendoza, Argentina over' a 20 month period. A 

total, k f 22" case:- of diarrhea were identified, 2o of which MoD • ) were 

rotavirus positive. We're able to serotype 43 vi ruses 

fi o ) , 42 VP7- type I a no one VP" - 1 yr. e 3 . The V?"-type B was detected 
towards the end of the ..eoond year , possibly representing a new incoming 
VP7-type . Three elect rophe r ot yr e patterns were identified, two 
corresponding t; VE*7- type epideru ol-: gy m Mendoza, Argentina seems to be 
c:\ara ct eriz-d k y a relatively hom.-geneo is pattern -of :ir:ulat ; on with a 
st re n:r preol .mi nance of V?7-t ype 1 viruses, at least during the 2 J m :11th 
period studied, in contrast to wh.-it has been repo rted in larger, more 
cosmopolitan • ' l r i <- lie- Bueri-s Aires. 

LCI ANSWER 1.1 'IF ;2 MEDLINE 
AT: :: '4 12 : t 0 7 MEE'LINE 
DN c, 4 L: 1 : 2 7 

TI Immunogens of rotaviruses. 
AM Paul ? ;?■ ; Oyoo Y s 

C2 Veterinary Medi oal R-rSesroh Institute, college of Veterinary Medicine, 

1 : wa State "mversity, Ames 2 CO 11.. 
SO VETERINARY MICROBIOLOGY, ill*--: Nov] 17 (1-4) 200-117. F.ef: 1 In- 

J siiral code: XSW. ISSN: 1 17 3 - 1 1 1 0 . 
CY Nether 1 ands 

DO Journal; Article; (JOURNAL ART I C LE ) 

24 ener a2 F. e v i e w ; ( F E V I E W ) 

! REVIEW, TVTOFIAL) 
L7\ E n Cfl l sn 
FS Priority Journals 
EM 1-^4 10 

AL Rotaviruses oause ::a s t r sent e r 1 1 i s m neonates of many animal spe:ies 
l nclu-'lina o.ittle, swine, nouses, dorj.r, vatd, ohi oKeiis ar;i turheys. 
R ot.av i tic ns are n oneuve Moped , are about. 75 nm in diameter, have a double 
c.-.psid, and o:ontain 1 1 do id e - s t r ,tnde d RMA segments as their ae.uome. 
Several ant i gem cal 1 y distinct groups- of rotaviruses have been ldentifiec 
and have be-*n altloabeti :a 1 1 y designated as A through 24. 24 roup A 
rotaviruses were the first, group of rotaviruses isolated and are the most 
-■: mjnc.nl ■/ d-:V eoted r^tavio.ses l o liarrh-io; animal-. Group A ur avirus^s 

serotype u-- ' - r m i t io ■ i : and in :od;ciu ; j ;su t ra 1 1 z i og ant ibrxiie ; and 
: i :-,'f : .vl'u'.u. 1 1 y . Vol* :pie serotypes of • : r a A 

rotavirus : . --'C on :.;yo -protein VP7 s • i'jnsted i O tyres) .no* 
; . ; .o - ■ VP i i p tvp^c-S 2 av- be-o ident i f leoi . Th- immune response to 
: . t i . : . s • • is. es.'-.t-nt i^lly serotype sue- " : ti :\ow~ver, 
u. o ss - r-ac. t see :r heterotypic -mopes nave also been identified. 
Surroo- ly i:ceptable methoois for l rrmun i- 1: quantitation include the 
: sdoiot:: on of neutralizing antibody in host or laboratory animals. The in 
vivo efficacy of vaccines against rotavirus as so i at ed 
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Padilla, H. B. Greeriterij, and C. D . Rao, Arch. Virol. 12 6:239-251, 1992) 
Three cf these strains were adapted to tissue culture and found by 
serotype analysis and neutralization assays to be of 
serotype 10, a serotype commonly found m :at tie but 

infrequently found m humans and n:t previously identified in neonates. 

FNA-FMA hybridization, a hi gh level of i elatedness t :> a serotype 

h be vine rotavirus strain ana a 1 ow- t j- medium level of 

rel at ediiess to a human rotavirus strain were observed. Since 

tnio human isolate snares a ijenog r oup with bovine rotavirus, it 

u liKny that it originated by l n te r s peci es transmission. A human 

rotavirus itrajn isolated from asymptomatic neonates and similar 

to bovine rotavirus micjnt represent, a oroc'd vaccine 
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nq of hum -in qrooip A rotavirus with alkaline 
phutase-1 iibeled oil ijonucl eoti de pr obes . 



c Kanchaiay S; Lexomboon U; Bishop F F ; Holmes I H; Echeverr: 
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cnrnal article ) 



Ro tavi rus 

■ ■ ■ • ■ ; ; i i \ 

monoclonal 
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:han 



sero typed by 

P.! ;a ^ >: t r a c t i f r om : h ^ s e 



v.v-re serotyped jj^^MEIA 2 less than 0 . 0 v. . Of L^pecimens that 
;::i:.-:.rd only VPS serotype (G-type: , as ide^^fied by ME I A, 

-I '12/17) cf G7L2 '20 -,J7/-?C) of G2, 57 ( 4 ' 7 ) 3 , and 3 6 i V 1 aO of 

0 4 RY hybridized with thr AR- labeled HuGlAc, HuG2Ac , HuG3Ac, and HuG4Ac 
O: :j::o,olcotides, :espK. t ively. The probes for Gl , 2, 3, and 4 RV were 
sneoi f i for each G typr-. The results of hybridizing specimens with 32P- 
and A?-- labeled oligonucleotides were similar. After transcription and 
.-.mpiif : cat ion of cI2NA cf eerie 2, AR-labeled RV G type specific 
YiqcioileYides hybridized with rO ( 1:4.' 14 5) of RY specimens. The high 
sensitivity jf these non immune 1 :>gi cal. technique.- could be of value in 
; : ; yi u : 2 t yp^s :f FY during vaccine ^ n als . 

Lll ANSWER 14 OF 32 MEDLINE 
AN :-22 4_4 f 4 MEDLINE 

E'N -2242 4 17 4 

TI I l st r i ut i : n d f serotypes ^ f human rotavirus in 

di f ler-ci: ■: pu lat ion - . 
AU Woods 2 A; Gent sch J; Go uvea V; Mata L; Santo sham M; Bai Z S; Urasawa S; 

i„. ? i 

22 li. v.i si :n :> f Vii,U .him RMr.ettsiH.1 Disease.;; , Cent ers f :r Disease Control, 

At laut -x , Ge : r gia 3 2 3 3 3. 
SO JOURNAL Or CLINICAL K I CROB I OLOGY , ( 1 9 22 Apr) 30 (4) 7 3 1-5. 
Journal roae: HSH. I23N: 0 0 - 2 - 1 1 37 . 

ST * ;:u;: ; Article; (J'l'YR.MAL ARTICLE) 
LA E h g.I i ~ n 
F3 Ei Lonry J:urnal.s 
EM 1 : - 5 2 3 : 

A3 Gerotypm 3 is a useful tcol t :■ = tudy the epi :iem.i ol :> ?i r characteristics c 

1 itavi ruses in large popu 1 a 1 1 : n.E ana t :> a.-sess the need for a 
vaccine to protect against all strains. By using an enzyme 
l minun i' ~-\ s s a y with serotype- speci f ic monoclonal 
antibodies to the four ru . t common rotavirus serotypes 
, we analyzed 1,183 rotavirus-p : sitive specimens f r :>m 10 stool 
coll e r tic ns m eight ::oun tries :-n four continents that were obtained froi 
137 3 t 12-9. Of the ='2 0 strains (73 .5 that could be serotyped, 
43 : were serotype 1, 3' were serotype 2, 15 3. were 
serotype 3, and 1 were serotype 4. Twenty-twj percent. 

had insufficient numbers of d lubl e - s he lied virus particles to react with 
the monoclonal antib:dy <; f: the VP4 rotavirus protein 
and therefore :::>uld nut i:e serotyped. Our results indicate that 
vaccines being develiped must, provide the greatest :r;era:je 
a gams*, serotype - and that the serotype distribution 

cannc t be y reii. zted :.\x r : ent 1 y b y the geo graphic area or prevalence m t h< 
precel.ng year. 

LII ANSV;EP 1: OF 32 ME I- LIME 



.nil cci.ii.i-Ct-: . . c. : : . . i two ui.cinc t h .:oih rotavirus 



nst 1 1. .; t - of Inhcl i c; ■■; 3is e a ~ e >. , Nniver si t y f 2avi .h , Italy. . 
0 URN AO OF .3LINI0AL MICROBIOLOGY, (1222 3Jan) 30 (1) 2-1C. 
code: HSH . ISSN: 2022-11 37 . 



■ urn a . 
ute:l States 
u: :. ; : ; Article 



: .-• .. : ; .os 3 mciitl^^apa rt from two children with acute gastroenteritis iri 
S i o 1 1 y , s ^uti-.er^paly, m the winter season of ana loss:. The HRV 

i s o latr: w ere a ^t e d t c 4 rowt hi 1 : 1 c ell culture s^W :i w ere then 
charact erized ky neutralization and RNA-RNA (X ortherri bl ot ) 
hybridi zat ic n . 

Cros--neutral iz ?.ti in studies with t ype- speoi f 1 :: immune sera to RV 
serotypes 1 1 0 10 shiwed t:ce antigenic r e 1 a tedness of the two 
strain:, witn serotype C bovine strains UK and MCDV. 

Monoclonal a:\tibodiei tc VR7 of UK were .ibie :o recignize UK ana 
KO'oV strains hs- well as not n HRV 1 sol steo . Cros s-hyk r idi zat 1 on studies 
ssow-ol ~- aeri-tic* t el s t edr.es - of ?A1 C 1 and EA10 : - to bovine strains for ah 
r-. : .;:ept ifene 4. Gene 4 of ?A1 c 1 appeared t • be gene 1 1 ca 1 1 y related 

z na : Ath. 2 f (a ho t msu strain of s.Joarono I anol with serotype G2 

1 : y that b-loofs 00 a feline :f eu 0 r cupd , whereas- gene 4 of PAio9 
■;S!;^;rr ; . be uu: ::ue, so-: it w :: ,s relied to >-:.e 4 of two recently 

-p 1: 1 s.;ogroup I HrV strains, one (PAT Jo) with serotype G 9 
see c 1 fi 0 1 t y ana t lie 1 trier ( HAL 12 7 1 ) with serotype G3 

ore ::■ 1 f 1 01 ty . The new HRV strains must be taker: into tons ide ration when 
decidir::: s t rat eq 1 e.z for tire devel oiomen t. of an effective RV vaccine 



Lll ANSWER 16 oE :2 MEDLINE 
A3- J 9 2 O : : 42 ; ME PEINE 

DN 9 2 0 r 5 4 2 1 

T: Iciest 1 f 1 c at ion of VP7 epitopes associated with protection against human 

rotavirus illness or hieddmc m I'olunteers . 
AU Green K Y; Kapi kiar. A 2 

C: : > Epidemiology Section, National Institute of Allergy and Infectious 

Disease.:., Bethesda, Maryland 2 08 92. 
St) JOUR.N'Ah OF VIROLOGY, (1992 Jan) 6 6 (1) 543-53. 

Journal code: KCV . I21N: j I-22- 5 ? 8X . 
CY Unit rd .-tii es 

EC ^curo.al; Article; (JOVRIJAL ARTICLE) 
LA Engl ish 

FS Iriority 00 u rr.a 1. s ; Cancer Journals 
EM 19 9 2: "3 

AB Sera fioorn 17 o f LB adult volunteers challenged witn a virulent 
serotype 1 rotavirus strain ( E> ) were examined for 
p recnal 1 en- :e antibody levels against several we 1 1 -de f lr.ed 
rotavirus YE'7 arr'i VP9 neutralization epitopes by a rompetitive 
e p. 1 1 c p e - b 1 c k 1 n g i mm ^ no a s s =1 y ( E E.A ) in 0 r cl e r to* 0; e t e r mi n e wh e 1 1 1 e r 
correlates of resistance to diarrheal illness could be identified. The 
pre s e n o e of p r e c h a 1 1 e r. g e s e r urn a n 1 1 lo o d y a t a titer : f g r e a. t e r t h a 1 1 o r 
equal to 1:20 that blocked the binding of a serotype 1 
V P7 - spr-ci f i c monoclonal antibody (designated 2C9) that maps t.o 
amine acid residue 94 .111 antigenic site A on the serotype 1 VP7 
was 0 1 c;n f o cant 1 y associated with resistance to illness or shedding ( P 
lt-.o: than ) . 00 1. ; er illness and shecidiipr [? le.- than 5.01) foPlowiMo 
t -:.ie with ::n- serotype 1 virus. In .odd 1 1 1 :. : . , an E E.A 



■ i ■ 



1 serotype V " : • • o : :. • r - p 1 t ■ a - ■ s;e 1 ; ; ; ; y 
monoclonal ^nt : ;- ody r \ . r c * ' : t hat map- t • amirv i''il on The 

serotype YP7 was alss siqni ficantly a^.-ociated with resistance 
: illness or shedding E = 0 . 02 ) , with ,.1 t r enc; for protection against 
i!lu<--s: and sheddinn A trend was also notea between the presence of ERA 
ant. : : odv aq must a cress - reactive VP4 epitope common to many human 
rotavirus strains, inclcirng trie challenge virus, or a rhesus 
0 u2-y rotavirus : • • o f : • VI'l ,uv 0 ieuic . ana 



.< : * tna 



a n t^gi e : : i a site A on the rotavirus VPi conif o.sed of 



ids 87 , may be involved in the for^ftio:: cf a major 

: : v«r epito]o^. rurt::er study 'if the rcle of^is epitope in the 

d eve lot i!;en: if ho mot ypio and heterotypic immunity to i o t avi i us es 

natural or vaccine- induced ir.featio:i may be important m the 
development of strategies for control of rotavirus diarrheal 
d 1 s e a s e . 

Li. ANSWER 17 OF Bl Mi:. PL I NE 

AN M 3 5 2 . : -P~ MET' LINE 

LiN al3 52 :,c '7 

T : -io mo t yj io and h- r e t yp i o s^ruin and mi 1 k ar.t lbody t o rotavirus 

:u :;cu:ol , n; f e>: : ed and vaccinated heroes. 

AU Lr owning G F; C:.almer.=- R M ; Sale C .? ; Er tzgerald T A; Snodg r a s s D R 

Co M-r-d:;). Research lovt i rute, Ed l :.bi t ah , UK. 

GO VETERINARY MICROBIOLOGY, (19-1 May) 21 (1-4) 111-44. 

C Y he t he t 1 uu 

LT .'ounal; Article; (SuUsNAL ARTIGLE) 



El trior:; y ^Oo r na 1 a 

AE> Tiie homo typio and he : e ro t ypic an t ib ody response to rotavirus was 

determined in three cony mares and their foals. The normal concentrations 
of an: i- rotavirus antibodies in mares' milk and mares' and 

f c a 1 s 1 s e rum o ve r the f r r a; Z 10 we e k s p o s t. - p a r t um we r e me a s u r e o usi n g I gA , 

Ig^ and rotavirus serotype- sp ec i f l c enzyme linked 

immunoso rbent <is~-ay^. Experimental infection o f the foals with 

serotype :■ equine rotavirus p rodu ceoi a rapid, 

serotype -spe ci fi o response which poakeo 1 j days after infection 
and a slower heterotypic response which peaked 32 days later. In 
cent r as t , 

vaccination ot" the mares with an inactivated, adjuvant. ed serotype 

C bovine rotavirus produced a heterotypic response similar to 

tuac 01 the h anc t ypi :: response m b oth serum and milk, although the 

predominant response in serum was IgG, while an milk it was IjA. These 

results suggest that nan serotype -rest ricted passive protection 

: f foals against rotavirus may be achieved by parenteral 

va ccir.at ior: : :" ma res . 

LI 1 ANSWER 13 OF "'1 MEL LINE 
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TI Antibody response t. o serotype- spe :i fi c and cross- rea at lve 

rie at r alrzatr: n epitopes on VP4 ami VP7 after rotavirus infection 
or vaoinatim. 

AU TouoMli K; Urusawa T; Kobavasni N; Ahmed M U; Ada oh 1 N; chiba f 
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• una: ; Article, 

i ion- v Journal: 



UP NAL ARTI 1LE ) 



o ,i y w ; ; h serotype 
monoclonal antih- :: 



.orvpc VP7^^re observed only when the mdi^iuals possessed 
-i;irs tc a^^Bserotype of rotavirus m thei 
t base c r ^va;::::n^:ion .sera. 
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is the rhesus rotavirus hemagglutinin. 
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The a no. no- te. rm.i n a 1. trypsin, c lea"/ age fragment of VP4, called VPS, was 
- y.] : : r- i fr:m a recombinant baculovirus in Sf-9 cells. The 



:-xp ressed VPS p rotein is ant igenical 1 y conserved as 
demonstrated r-y its recognition by a litrary of neutralizing 
monoclonal antibodies. In £f-=' cell sonicates, the expressed VPS 
nr'"'t-ii is c ap-ab 1 — of agg 1 ut i na t i no human, type O erythrocytes, indicating 
t h a. t 1 1 . e f :ticn a. 1 1 y i n t a c t. r h e s u s r o t avi rus viral 

hema c 1 ut m. in is contained m the 147- am mo acid VPS trypsin cleavage 
f ra<:::t.ent . Aim no acid .similarities between VP8 and the amm o -terminal 282 
on: u . • i dc : 1" the reovirus s l gma i protein suggests that the sigma 1 
hemagglutination function resides within these ammo- termi nal ammo acids 
as we 1 1 . When the expressed VPS protein was used to immunize mice, a 
broadly c rcss- react lve neutralizing antibody response was 
Antibodies elicited to the expressed VPS protein neutrali: 
serotypes 1-4 and -5 but not porcine strains OSU (sto) or ■; 



btained . 

d viruses of 

tt fried 



;st4). The neutralizing antibody response to VPS appeared to be more 
or oss - tea :;t lve t.nan tne immune response to expressed VP4 or to whole RRV 
virion. This sug crests that sue unit protein immunizations may broaden the 
neutr :-:lizing antibody immune responses to rotaviruses and enhance 
protective immunity to se rotyp ically distinct strains. 
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: t ro phe r o t vp>es , sub:: : .;c s r.:id serotypes of human 
rotavirus strains causing oast r Denteri ti s in infants and young 
children in Palermo, Italy, from 19 8 5 to 1 989. 

Arista S; ;;i ovannelli L; Pistoia P; Cascio A; Parea M; Gerna G 

; u o *■ ; : • v e f M i o is ;b : . I ■ : v , Jnr. r ^ r - 1 1 v o f Pale rrac , Italy.. 
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no A human rotavirus f HRV ;■ st rams 
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,;,er .j type 
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:er si 

Ar r t : o a Index Medir 
- 9 - J 1 . 

T he f i :. .= t 1 o n q 1 t. ud i : : a 1 s t. a d y :■. f g r o u p A rotavi ru s 

serotype di s t r l bu t 1 or. m the dSA is reported. ELI9 



osrnals; Priority Journals 



mco rporatnig 



. a _ . 



:inu monoclonal ant ib: dies specific for the VP7 protein 



cf serotypes 1, 2, :, and 4 were used to determine the antigenic 
variar ion of pr ;p A rotaviruoea ir. two ;:ollecti:^n:i of stord specino 
Stool ..nmple.? were c : 1 L ec t. ed from cnildreri Hospitalized during 1 ^ 7 r» - 
at Texa.; Childr-n' s Hospital, Houstso, and from children f rom a mora 

popular..: on hospitalized during 1931-1 m the north-central USA. r 

c r edomc carat serotype v.nr red from year t o year in Houston, with 
serotypes i, 3, Had 4 each pr ed jiiu nan t in I or mere years. In the 
o c r t io - c ■ e n t r a i p op u L a t .1 o u o n I y se r o type 1 wa s p r e d omi n a n t e a c h 
y ear. W 1 1 h l n a s i nghr r o t a vi ru s season i n the H c u s t o n -a r e a , 
serotypes were not e 2ual 1 y d.i .e t nbut ed by v/eek of the seas or. z>r 
county of residence. These differences m the distribution of 
serotypes nave rrcad implications for' tr.e design and 
ciruc <da:io;i of vaccine pr: :;ram; . 
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t of 6 9 M-lioe (serotype 3) human 
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LEolatior. in Eur: 
rotavirus strain.: 
long RIdA elect i'-: phero type . 

Gerna G; Sarasim A; Zent.il in L; E>i Matteo A; Miranda P; Pa re a M; 
Bat.ta cj 1 1 a M ; M l 1 a n e s l G 

Virus Labc rat o r y , University of Pavia, Trees Policlimco S. Mattec 
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1 9 f o 1 0 

: ; : an epidemr : l:ci :al stuoiy an tne prevalence jf human 
rotavirus (HRV) serotypes 1 - -1 in Europe, we found that 
some strains coula not. be typed. However, wher. a monoclonal 
ant ibody d r rected to serotype & HRV was included m the typinc/ 
a s a a y , we de t e c t. eoi s even S 9 h- 1 1 he- ( serotype & ) s t. ram s , s i x 
from Finland and one from Italy. The previously reported serotype 
- HRV .'.train.:, 6 9 M , B 99 7 , and & 9 9 isolated in Indonesia, were of 
p I specificity and presented a peculiar "ouper short" RWA 
pherotyp^. In c ari ast , all t a> .~ve:i Eur.y.-u. strains peso, 

i to ;^ -d. . ■do' : •S.oci to serotype HRV tram -'" It iy 
isation, but show.-d partial Imnijloay with -overh human and 
; : a : n : by hyb r l oil za 1 1 on . The- epidemiol tagi cal lrnpo r t. an ce of these 
serotype R ^ :>:::•• or^o: ^oroi : n Ku: should h- i roc- s 1 1 go- t ed , 

it: ov<o: cf tlo-ir ; inclusion m a rotavirus 



vaccine . 



. 1- p 

:aD:raror^;r::vrr-:tv of Pavia, I tad 



d: oca::: ilayi aa ;ouW3al of infectious daaeaoes, 

Jcuroo sole: VOX. :S.;K: 0 0 3 »f- dd4d 
OV Ov-dei: 

: T Article; oC::f:!AL ART I ."LB) 

\-i 1 o -0 "■ " " ? 

A3 Ao ex t eucie :i epri^miolouooi survey on the circulation of the 4 
normcr rotavirus (HRV) serotypes in some European 

■o jr.rnes vms carries; cut :n - l> 1 fecial strains .collected from infants a 
voio:; children with acute n :>n - b a rter lal cast r center it is during 1981-WK , 
Typing was clone by enzyme- 1 meed immunosorbent assay and/or solid-phase 
immune el--tr.->u mi otoscopy usnu VP 7 type-cpe ci f ic neutralizing 
monoclonal autiocdieo. Serotype 1 HRV strains were found 
tc be largely predominant m tiers period both m Italy una other 
cc-U.tries, whereas serotype 4 st rutins were leas common. The 
number of strains of serotypes 1 and 4 circulating in Europe was 
equivalent only in 1 dAd 8 4 . Serotype 2 strains were 
s i : fui f rears 1 y rep resent eel :nly in 1 9 3 1. - ~t 4 , win be strain::, of 
serotype : were rscr ly absent., since only 8 strains (1 of which 
belonged t: sur-croup I ) were found during the entire study period. Abou 
.d of strains could not be t.yp>ed, while 9 strains exhibited dual VP7 
reactivity -.n { 6 were non-group A HRVs. These epidemiological findings 
mc..:.t be taken ir.to ccnsi deration when deciding strategies for preparing 
vaccines t ;■ be us-eo in Fur:pe. 

Ill AdAVFR ^5 O F d melline 
AN rOA'CoS-'c MED LIKE 

DN c o' A 5 o 3 S 

TI Rotavirus serotypes :au.-:ing ac.ute diarrhoea m 

ho -pi tali zed children in YigyaAarta, Indonesia during 19 78- 1979. 

A T J Ei s he p> R. F ; An iccnib L E ,* Seen a rto Y ; 3 u wa r d j l H ; Ristant. ■:• ; 3 a r n e s G L 

C5 Eepartnent of Ga s 1 roent e ro bogy , Royal Children's Hospital, Melbourne, 
Victoria, Australia. . 

SO ARJHIVEO OF VIROLOGY, (1989) 107 (3-4) 207 -1 3. 
Accrual cod-: 8L7. IOSN: 0 At 4 - 3 a;a . 

OY Yov: , 

FT Jo irnal; Article; {JOURNAL ART I CLE ) 
LA F n :} 1 1 s h 

FS Priority Journals; Canou Journals 

AB Rotavirus 5 trains m stool specimens from 111 children a ^ec; 3-24 

months admitted to hospital m Yogyakart a, Indonesia for treatment of 
acute diarrhoea were serotyped using VP7 serotype 

c r r i f -. c mo n o c 1 o n a 1 a n t .1 b o aies i n a d o u b 1 e s a n d wich e n z yine 
ccoo. ...sac. A serotype cold be aoo-rgue i to : c < ct Al sp^r rri.'-c:-' 
Ann ; 1 : t y t c . i . . . : u a serotype t . -d of . ; < -■ ' c mens vo ; ; ■ 

A oo A. suo- : a to Aost: ;da. Ad. tdo: mc-i • ■ r human rotavirus 

serotypes vo : e detected anting the Lo moutu survey from June i. •> J r 

to August 1-79, iiucludin.f one serotype 1, o serotype 

2, d serotype d and 2i serotype 4 strains, one 

additional strain reacted with serotype c .and 4 Mabs . 

Serotype 3 strains showed mtratypic: variation. The relative 

f ja-u.-'y of serotypes 2 , d and 4 varie i during the is mood do 

c, 1 .go a r ej to lo e : n f A o - u c e cd by ' A : ma t : ■ : ■ 1 si : : g e s a s : o o ■ i a t^-d w An u : y a 

c--* .--coons. Vaccine s. * : Aegieo-; must take account of 
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Determination of rotavirus serotype-speci f ic 

ar.ui:«;ies in sera by competitive enhanced enzyme immunoassay. 
3eira,- G ri; D-iselbrig-r U 

R. e it l z n c i Viru s Labor a t c r y , East Birmi n g h am H o s pital, U.K. 
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)F VI RO LOG I CIA L METHODS, ( 1 0 H 9 Apr-May) 24 (1-2) 103-10. 
• :> :ie : H<~>P. . I03M: j IOC- 0 0 34 . 
: dS- 
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ri A met;: : ci : s ;i^s: ri;:.-:i for t :.e specific detection of antibody to 

rotavirus serotypes in s^ma. A o :>mpe 1 1. 1 1 ve enzyme 

im;n„.r.o .h :.iay (EI A) v; =• deve 1 cpe :i in whi.cn rotavirus 

serotype- sp e c i f l c monoclonal a:.:i.bodies aga inst VR7 

compete wi:h a.nt loodies m test sera for rotavirus 

serotype- sp e c : f i o .antigen b : unci :o a s j.hd phase. There was an 

excellent, re- r re la t l or. between serotype- specri fic E I A results and 

serotype- sp e c i f i c neut i a 1 i z a 1 1 :>:i tic re-, (r - 0.910, P = : less tnan 

0.:M; . The v.ilue of this method for rotavirus epidemiology and 

Vdccip. 1 ? *~ r u a 1 o i - r: 1 -~ o ' ; s s e i . 

. 1 a>:ov;ef. 2 7 OF :-2 ME e» l hie 
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TI I Oeuti f i r ar.a :ci of : r ess - react ive and serotype 2-specif.i : 

nee;.: ra 2i z a t.i :n epitopes on VPS of human rotavirus. 
AU Tani guchi K; Mile y v; L; Nishikawa K; Green K Y; Hoshino Y ; Urasawa 3 

Kapd -nan A 2; chance-; R M; GorziiOlia M 
02 Par: ratory cf Infectious Diseases, National Institute of Allergy and 

Infect ious Diseases, Eethesda, Maryland 20302. 
SO JOURNAL 'OF VIROLOGY, ( ]. 9 h3 Dc.1) 62 (7) .421-0. 

Journal cede: KCV . TOON: 0 022-5 D3X. 
0 Y United States 

DT Journal; Article; (JOURNAL ARTIOLE) 
LA English 

FO Priority .1' :>u r nali ; Cancer Journ a.L s 
00 GEPILANK-Ml 1 J i 4 
EM : ■< I 0 

AB The qreue A rotaviruses are composed of at least seven serotypes 
. Serotype specificity is defined mainly by an outer capsid 
protein, VE'7 . In contrast, the other sur face protein, VPS (775 amino 
acids), arpears tc be associated with both serotype-speci fic and 

heterotypic iiamunity. To identify ' h « • c ross - react i ve and serotype 
-specific -"C' C- :ou : :U s- n ^pir;mes on VP 1 ' ■■ - f human rotavirus, w<- 
e :p.ie is ■ e d the "/P 1 - ur-a- of ii.t ou^cno mutates rt-sisrant to each of s.i-v 
c ' : * V - : .---u t :.:■'-{ 1 :. c :. u i monoclonal a ! . t i h . d ; - - s ( N M.0; s wis. ■ O 
■ i- : . . ; : .•. • * • c . ' . • i. serotype ■ sp~ ■ o : Dio ■ " icity, and o- 

oostui.sd finale amino .-old scbuitutictis at position r'u 0 , ^02, 4 3 : ' , 
4 30. At.inc a n u position 0:0 was critical to opitope I, whereas amm 

rooitu :i 43 o was ciM ica 1 t c epi tope T T T . T n cnv.r r asf , epi r ope IT 

h- : locus; a; a ■• id uim.rmu .ci ii a f'Odicc ; • ' cs>- i 



suggest s a mech^^sm c f heter it ypic lirunum t y 
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and specific en zyme immunoassay using monoclonal 

i e s fir" s e r o t y p 1 1 1 g h unii n r 1 t a v i r u s e s . 
3 2; 'Jni :o:il:; I. E; Pits-on 2 A; Bishop R F 
OE CLINICAL MICROBIOLOGY, (1^87 Mar) 2b ( 3) 50^-15. 
i i :;e : HOH - ICON : 0 0 : < c ^ - 1 1 7 7 . 
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ceil lulture 'was developtrd. Hype ri mmune rabbit ant l sera t :> rotaviruses 
v;ere used as ::ip:.ure antibodies, ami rotavirus -neut rail zing 
mure monoclonal iitiboaie:: spe:i fx: for serotypes 1, 

0, ? , an:; 4 were <- \ as cle t ec z l on r^aqer-ts . Partial purification of 
monoclonal ant ib i:- •. and inclusion of skim milk powder m 
antibody diluents- o on t r i but eo; to aso.ay spec i f i o 1 1 y . The sensitivity of 
til.:- ass -ay was greater- than t!.a: o f a direct enzyme immun :>ass ay in which 
r 2 1 ,.=i v r i u a e s if t u e a p p r c p riatr s e r o type w e r e a dsorbei d l r e c 1 1 y 
t a the ^ 'lid v; ha.ee. t\her; f e>c a 1 e>:tr.r:'t; were concent rated threefold, tro ^ 
sere typi n :j enzyme immune assay was- of equal s-pecificity and approached the 
sens 1 1 :.vi ty if electron microscopy for rotavirus detection. This 
assay is simple and rapid ana is suitable fir serotypmg the large 
iv smber s 

of isolates jbtained frcm epidemiological studies and vaccine 
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Passive protection against rotavirus- 1 riduceci diarrhea by 
monoclonal antib jdies tc surface proteins vp3 and vp7 . 
Of fit P A; 3 haw R. D; Greenberg' H B 
1 R0 7 AI -2 106: -01 ( N I AI D ) 
R0 2 AI-2 1 •• < : J - 1 (NIAID) 

JOURNAL OF VIROLOGY, ( 1 Cl 8 6 May) 58 (2) 700-3. 
Journal :oae: KCV . I0SN: OCOC-5 7^X. 
Unit ed £ t at es 

Journal; Article; (JOUFNAL ARTICLE) 
English 

Priority Journals; Career Journals 

1 0 8 5 C S 

Monoclonal antibodies directed against :v,o rotavirus 

. o : : , • > y : t e i n s v: • . : i vp' 7 ) a. w«-ll u rotavirus inn^c 

■ hollas Monoclonal 
g es of ' ': ' of si::oa:: rotavirus 
tic J ]■ i s a; i v^ 1 y r: i- t 1 ^ d si;-" khu 
a ou:.s: REV challenge. A monoclonal antibody directed against 
op: i if pu:roi:ie rotavirus strain OS I.J neutralized three distinct 
serotypes : n "Chi 'Oil -'PV, .^ud \ IK \ .and passi v-: y protected 
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TI Reasicirant r ot avi r uses as potential live rotavirus 
vaccine c a udida t es . 

AU Oidtco.ru K; Sreenberg H B; Hsthmo Y; Kapikian A 2; VJyatt. R G; Ohaiicck R 
SO JOURNAL. OF VIROLOGY, ( 1 ; 0 * 5 Mar) 53 (3) 949-54. 
.0 .; r u i ~ • ) i-- : KCY . I SSI.': 0 0Sl-o38X. 

FS Pricnry Journals; Cm - : Journals 
EM - r ' r C 2 

AF A series of rea s s o r t. an t s was isolated from comfection of r.ell cultures 
with a wild-tyre animal rotavirus and a "noncult rvatable" human 
rotavirus . W i i o- ; y p b u v :ne ro tavi rus ( O K s :tain) v;a s 
reasserted witu human rotavirus strains 0, DO - 1 , and P; 
wile:- tope rhesus rotavirus wsis reasserts: with human 

rotavirus strains D and OS-1. Trie D, DS-1, and P strains represent 

i.unar. rotavirus serotypes 1, 2, and 3, respectively. 

Mcnosp- c.i f ic ar;ti serum (to rcvi.ne rotavirus, NCDV strain) or a 

sec cf monoclonal antibodies to the major outer capsrd 

neutralization ql ycop r ot. <r l n , Y?7 (of the rhesus rotavirus}/ was 

i.; s e a z c o e 1 e c t. for re a s s o r 1 .a u t. s with h u i na 1 1 r o t a vi ru s 

r eut tali^at rOi sp c c i f t o r t y . Tins selection technique yielded many 

r ea s sort ant s which received only the gene segment coding for the major 

neutralization protein from the human rotavirus parent, whereas 

the remaining :i e:\es were derived from the animal rotavirus 

parent. Smale human rotavirus gene substitution reassortants of 

this sort represent potential live vaccine strains. 
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c ell substrata c c- nsiderati o 1 1 



AB 



1 1 1 1 a 1 risk of t umo r l g e n ll 



attributable to the 



f CCL substrates for bi jlogicals p r oduct i - h Tas continued f ■: 

,uid may continue fur s ome time to come. Hunuf acturers- and 
or-s are dcvel cp i n .o:iert i fi :a.lly i a:-- i cjMdelme- for su:h 
.- .o.;r re:", t 1 y p:.o;:bl- to foil j>/ thee- an i de 1 i ries to prepare 



bi:ilcg:cals an :1 monoclonal ant l bodi es in '.ULs which do n : pose 

ur. teas ::iable nski . This chapter has at. temp, ted t o describe the scientific 

tools available to evalaate the putative risk >f t urn j r i g e: u ci :. y due to 
potential virus FN A and protein cor.t ami riant s . IJo tMeuetioal or 
exte r ircentu 1 basis exists t :> hypothesize that residual cellular protein 
mi ant p. re sen: a s l :jn l f i can t tin 1 . :f tuiior laern-u: y. Tr.e tools are 
certainly adequate for cha tact, en zati on of putative ri; due to viruses 
and 1NA but. are ml so f f i l en t .1 y powerful by themselves t :• as sure product 

f ■ 



satety. The sub sequent char t er or. process validat i des cribes h ow 

adequate assurances of safety ultimately can be obtained for products of 
o::Ls acainst the o re t .1 oca 1 risks -of t umo r l aeni ci t.y 



du^ 



o put at l ve vi ruse 

ana UNA. In addition to these oi f-uu.i m., n: evidence of t umo r l gem ci t y 
lias been found in human or livestock animal recipients of the p : • iu :t s 
prepared m CCL substrates. Many patients have received l n oca .1 a: l ons of 
tiir.ue p.l asmi ro :re:a activaou, e r y: hrc p oei l i n , laAui VIII, sod--.il o :D1, 
GM-CSF, hepatitis 5 surface antigen vaccine, and various 
monoclonal a u: r b ou l e s anu 'Other recomb l nant products of c-: nt i nuous 
...-ell lines in clinical trial;. F:r tissue plasminogen activator, large 
doEes '0 f 100 mg rer pat rent or m: re have been used. At. the time of 

over ll ka~ of CHO-aerived tissue \: 1 asmi no gen a tivato: has been sold 



late 1 - 3 7 for admi ni s t r a 1 1 on to :ver 1 !■ I , 0 0 o' human patients. For 
recombinant factir VI II, e ry t his p oei t m , .and soluble CD 4 prot.ems, 
chronic 

administration has been employed. Million.s nave received polio 
and rabies vaccines prepared in ojot.i :vi:o.: Vero cells. In 

addition to this nnm.an experience, livestock animals have received annual 
inoculations of f : o t - ar.d-mc ut h virus vaccine prepared m BH?*- 2 1 (a highly 
tumorigenic CCL) for up to 14 years without effect (09). No effects have 
beer; reported which mi chit be attributed to oncogenic factors. Thus, 
scientific tools :f cha ract eri cat 10 n ana principles of prcecess validation 
are avail aide to protect, patients from putative risks of tuition gem city 
asooeiated with products prepared in CCLs . Increasing clinical experience 
also suoports this conclusion. 
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a for isolation and t yp : n :\ of poliovi : us 



Ua:r.| ia; Mpp ± e t u i i ri 

and heme; 1 co'ri "oil Virus Lai") 



O - o V , cent r a . 
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s r 



arid rarid 



soiatmg and 



0 

t:::l:cv; nisei is describea. Specimens are inoculated nt ■ confluent 
-cnolavers of cell lir.es i Hep-2C, LI OB c r RIM seeded into microtit 
After _ 4 - 4 >• h, the infected cells are stamen with 



;. ..are; 

monoclonal antibodies specific fur polrc/irus types i , , ■ 
i:.le:;d of the tnree antibodies fed lowed 1: y an aroi-mcus^ Lop 
peroxidase conjugate, On addition of subs t r a t e , .: nf e c >-<: cells stain an 
i-tr-M- blue rid our anu .«!•• easily ;:C : ncr.ni ue i from uni n f ec t ed cells b 
lep.t r:crss:;py. Polic.oirus infection can ne detected bef:re the 
appea ranee of ryt Dp at hie effect.: KTT) . This Blue -Cell PL r SA t 
e'/alua-ed 1 : n:./ f cs:.v-::: io: ; al culture and :ouo:n-utnd:..: ation 
... f" polio isolate.: air; : I lineal specimen.:. The sensitivity and 
specificity of the Blue-Cell. ELI S A compared re neutralisation was 100 



r a 

-ho i se radish 



■st was 
c a ran 



.so 1 uu ru n; 
.cthm 14 p o: 



f 



a*hv-*~s f r dc'uru;- i 
confirm at ion. All the p 
imcn inoculation nsiua 



l.rs.'in;s isolates were 
he rev/ method cmpa r ed 



'■-10 days by 



nvmt i on a] 



ulture and neut ral l sa t l .on . The method proved 



be mo re s en.: 1 1 ive tier, cuuscrtical culture when cl cecal .:peei!ne:rs were 
examined. Of 4 ? iduucl specimens from win ::h p dicsru.: hid been 
previously seriated by various laboratories in tne V.KO, 30/43: (CO.r ) 
were rms cc ve for nnl en rn^. by rhn Rl'.ie-f>l 1 FN.TSA . cinr>a rd re - -) / 4 ^ 
;07.4.c by conventional culture and neut ra 1 isa t l or: . Neutralisation of 
specimens exhibiting ORE indicated that all of tne p :d r.ovi ruses were 
ccrrectly t yped v; 1 1 h the new method. CPE was not Db.se rved by conventional 
culture .in any specimen that was. negative in the Bltc-Cell ELISA. There 
were r:o c ross - react l oris with a ranqe of other enterovi ruses . 
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Mole cellar and ant i gen r ■ 



i . a r a c t or nzatio n of a h l if h 1 



•volved derivative 



type 1 oral pc 1 r ov a cc me strain isolated from sewage m Israel, 
urns. L M; Manor Y ; Kandsher R; Delpeyroux F ; Mccch^ourih M J; HaLmut T; 

0; Kew O M; Crami; 



Si lie too ten; I; Al f n una ri J; Quay J; Fisher T; Rrcm 
P.; Mendel son E 

Central Virology Laboratory, Public Health Labo rates. 



• - u t e r , Tel - Has homer 



■-> t :. - 
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JOURNAL OF CLINICAL MICROBIOLOGY, 
Jiurual code: HSU. ISSN: OjOo-1137. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 



Oh a mi Snob a 
Israel . . svl sheba luctvisi on . net . ll 
00 J Oct) (10) 0'T9-14. 
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supruu{ "noil ' •unreratui^] uosutr/e ma r he r i to on- 1 agar no' 
trams. Al 1 nut 1 of 20 ROT-positive OPV-deri ved envir onmenta: 
ere ant r acici 1 y and aenetioally ( 'C-O 'do sequence mated; 
, rdie resr»-'"t Sabm strains. However, isolate 



: v .rU chil<^^n 1 5 v-ar^ old were si .f:::f:can^ lower tc 4 5 «: • 8 - 1 
^u: mpai^pn- c.;;y , 47) than to Sabm 2^BmT , 102) or to the 

r-e wild Wa;::, r V2 ''ME F- 1 7 EGY 4 2 ' GMT , IOoWtwc key attenuating 
■ had also reverted m 4508-1. (A (481' to G in the 5' untranslated 
h and the VP! amino acid 1(143} to To, and the isolate was highly 



g ;. ,. 

ur:v ll'UI 



lent for tnono^iuc mice expressing the po 1 1 ovi :is receptor 



■;EVR-T::21 mice). The extensive genetic: divergence of 4o-68-l from the 
ca:r:;t.;l "abi r. 2 strain suggested that, the virus had replicated in one or 
:<;- re people f r anp r: xima t -1 y 0 year.-. The presence m the environment of 

polio ::as es ha s important implications for strategies for the 
cessation of lmmuhi z a t ion with 0?V following glc bal polio 
e r a a l c a t l on . 

Li 4 ANoWF ?, 8 IF :d MEDLINE 

TI I etect : on :: f mutants m polio valine vir uses usi m:: pool ed 

ant . iv oil ovr rus monoclonal antibodies. 
AU Horn- h; Ca to -Mi yazawa M ; Ot a Y; Wakahayashi K ; Doi T; Yoshizawa K; Doi 
Y ; 

CS Japan Loll :mye Litis Pesearch Imu route, Knmegawa - cno , To-:yo, 1C3-C0I)3, 

SO BIOLOGICAL.?, ( i. .- 8 Cep) 27 (3) _17 2-<. 

J o a r : : , ; i : coo ere : A>H\- . I 0 CM : 1 0 4 5 - 1 2 : 6 . 

C Y E N G LAM! 1 : U n .1 1. e d K l n g a om 

DT Journal; Arti :le; (JOURNAL ARTICLE) 

LA Engl : . n 

FS Priority Jiurnal:: 

EM 2 CO 2 0:' 

ew 2 o :i 2 :■ c : 2 

AB We prepares six monoclonal antibodies (mAbs) f c r type 1 

po li ovi ruses , and analysed their neutralizing specificities for use in 
safety tests in oral poliomyelitis vaccine {OPV} production. Pools of two 
or m u - • individual mAb.= shewed high neutralizing activity against 
in :ih-hit re (approximately i I> ( 7 ) CO ID { 50) ''2o micro!) of: Gab in type 1 
virus. It. was demonstrated that the pooled nAbs can be utilized 
effectively m detection tests of ai'entitious viruses, which .re among 
the safety tests in OPV production. Moreover, s:me pooled mAbs were shown 
to be cogoaole of detecting very small amounts of type 1 virulent viruses 
and mutants i n high-tit re Cabin type 1. vi rus suspensions . Neutralizing 
antibody titreo of tries e pooled mAbs decreased with in-creasing numbers of 
rout ant : ointaming iieucvi rulent activity in high-titre Cabin type 1 
vi ruse:- which were repeat eolly passaged m culture. It is expected that 
: . . • • o - • pooled mAt) : will contribute greatly to safety tests for COV 
: r .. io •• : : n . Copyright l : ' c ^ ( The International Association for Biologicals. 
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directly rel^fcd to a series of technical adv. 

of vh.ioh were accepted qui; 



: e s a n d c h a 1 1 e 11 g e s to 
while others took 



r : . a : 1 a 

b :o: 1 c ; l ~oh 1 

r r ;;;■ ioo * 
dip Is : : 
p i i:to- ; 
polio , 
::f v ; i 

l: o V. -1 ■ 



1- -a to r-u- 

is ooered tlu 



The develjpment of oell culture technique 
t :■■ the manu f ac t u re :> f a wide ranoe of 



.-or c:-.alle::;je :c:urr'd in the late 1-COs whei; huna: 
■~re develon-vi • in pi ipii^d ao an alternative tc 
for the p r do o ' i : o : I l ve viral vac lines sum as 
v :.ioiv.t. had b-*-n p : i . ---d in p t'imary jells 
roe l:0:.b, Rt tent ion wa.i- fonnsed in the i;se of 
cols) far the piodavioi. of n an- repd io:a. t r:i j 
_oal pi hoc :.s saoh as inte rfer in ; I EN ) . The next significant 
oa I adva:ne an;i iha llenge vms the de^el opmetit if re: omb.i nant DMA 



s. The first :ru 

oel 1. oul tores 
wm in -p t.- to- 
jus o p - • . 1 to . I : 
o.s :ell H;.r:; 



monoclonal ant l bo iy :-oinn.;girb in the 1 9 I- .> , bot ■ 
reqii red the use if" GOLs. Al th :oi:(h most of the issues relating to GOLs on 

fic.il rroduct.s hav- been res lived, issues relateo 



the roc-inn f ?j o : u re 'if bio 



.bsridtcs for live viral ,r a: lines remain t 



f u 1 1 y 



addressed. Tins- experiences m the pui t t>-a :uu us clearly that a system 



o oinmonu. 



ma ]or 



■nhatoty auth a ri t lei , nodus try, and the general biomedical 
y : : op e i a t e in finding solutions t. ■ p rotlems and m reachnig 
.s on issues raised by technical adv.inr.es is ultimately m 
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role m 
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regard, n:id it. shvuld ooivtmue to pr u/ : U_> leadership in this 
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A Sab.iu va ocme-derived field isolate of p-lioaros type 1 displaying 

aberrant ruenotypic an i genetic features, inducting a deletion m 
ant. igeuic she 1 . 

.U Mulders H N; Fsimeriro; J H; Gtenvik M; Aia-ddirv: clu I; van de r Avoort H 
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1 polio virus type 1 isolate with exceptional 
Initial phenotypi< analy.us of tiie vi ius b; 

I 1~ p V. i pies isolated fro; the o on:: shared the.se 



: ■. • than 9 v . 4 ^kutat; ,;:;S were I s - 1 Vr*d m regi^*? encoimg three mater 
a::t:;:e:.:: sites^Bhe deduced ammo acid substiti^Mns :o:ifirmed trie 
aberrant results of mi - r o-neut ra 1 .1 :a: l on assays with s r te- sr ec i f i :: 
monoclonal antibodies. The most ^tri-iaq feature was the existence 
of a ii^xatr.uher : 1e de Let. ion in t he YP1 cone, which cave rise to a two 
ami:m acid deletion in the 50 1 o op . In spite of these antigenic c;:a:c|es, 
the strain was readily serotyped as rollout rus type i under standard 
conditions. Likewise, replication of t ,ne viru:. under cell culture 
condition- was no: affected by : nese mutations or by the deletion. 
Jtancuid polio ,r :i cunat ion protects aioii..:! this aberrant vi.rt.is, 
and it- epidemi 'logical significance remains :pen. 
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Wild pf .1 i ov i n.no c i i cu 1 a t i on anion :j heal t hy lci1Jic:i immin l zea with oral 
polio ma comae in Actaacomv.^ M a. oi a :ja sea r. 

Andrianarivelo M F. ; Raoa r i ] a o:aa L; Booster P; Ohezzi M ; ZeLler H J 
Vi roloay '..'nit, I net it ut Las: ear, Ar.tara:iaLivo, Ma da :jas ra r . . 
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From July 1 3 to Deteirler lh'-h o 1 8 o .otcc.1 specimens from uealthy 



ch i .l dr en aged 0- c > 
a r e a w e r e e x a mi u e 
immuni z ed a c r o rdi 



eO 



dule at d re 



months attending 6 dispensaries in the Antananarivo 
d for poll avirtiu The children had been routinely 
og to the Expanded Programme on Immunization (E?I) 
ived the last dose of oral polio vaccine (OPY) 



st. ool collection. -9.4 of the children were 
doses -of OPY. HSp - 2 cell culture revealed viru 
(6.0 ), including ':■ palioviras ( 0 . ? -) and 183 



more titan 1. month before 
immunized with at l^-.-t 
infections in boo stools 
tcotpcloo elite rotti rue: isolate.: (o.7 ). Infect. i:ns occurred throughout the 
year , but in ricK-n ce was higher du tin j t he hot and rainy season ( ?=0 . 01 ) . 
bsinc d neutralization test with monoclonal ant rbodi es and 



polymerase, 4 wild poliovi ruses ( : : ; r yp~ 1 and 1 tyre <) and 5 
vaconie-r-Iatei }_ ol i ov i ruses (2 Jab in 1-like varments, 1 Jab m J- like a: 
2 John: 3-like) strains were identified. The wild r ol l ov l r us es were 
isolated at the beginning and the end of the dry season. Similar RFLP 
patterns were 'observed f or the 1' wild type 1 c ol l ovi ruses . Comparison 
partial genomic sequences in the YP1/2 A region of 1 of the wild type 1 
isolates with 2 wi 1 d type strains is ol at ed in Antananarivo in 1922 and 
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pod i imyelit is t.o t ecome a rare disease in a 
pait cm the w:iMd, i :. - A; p. j. i T .\esterr. Suropt- . Howeve r , in t:ie past 21 



; 1 1 
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pCi.ov.iruses imported f r cm oour.t r les where polio is endemic 
been responsible for c^.jtbreaks m otherwise polio- free 



European ■: jinMies. V.'e repcit en "he oh a r acter.i. za t 1 on of poliwirus 
;;M.Cf,s from a large outbreak of pol i omye 1 i 1 1 s that occurred in Albania 
m 1 M'C ar:u that also spread to the neighboring countries of Yugoslavia 
ar.c; Jn't.oe. The epidemics irivolved 1 4 5 sutce rts , mostly young adults, an 
,• ;> . - : [)-r, : ic r:i:| paralysi.: i:o s 7 individuals and 16 deaths. The agent 
res o c : . s idle lor tlie jitbrea k was isolated [ l Jin 74 "patients, and was 
identities; as wild type 1 p :M l ov r rus by both Immunol ogi ca 1 and molecular 
met rocs . Gequeroe an * lys is of the genome demons t rat ea the involvement of 

smale virus or run droua:. :u: the epidemics, and ger.otypdng analysis 
shewea ? o homology of the otram with a wild type 1 poliovirus strain 
isolated in Pakistan in 19;*:. Neutralization assayo with both human sera 
and monoclonal antibodies were perform-d to analyze the 
ant .1 genie structure of the epidemic strain, suggesting its peouliar 
ant i genie characteristics . The presented data underline the current risk 
of outbreaks due to imported wild polio-virus and emphasize the need to 
improve vaccination efforts and also tne need t.o implement surveillance 



;trcec f r~ 



of lhoiiqencois wild poliovi rus. 
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LniiunooHn i oi t y of trypsin treated type 2 and typ- 
Kei st en ~A E; L an ting a M ; Hazen :lo:i-: T; Beuve ry E C 

1 ep art iooi t f o r Process and Pro-duct. Development , National Institute of 
Public health and Environmental Protection, Bilthoven, The Netherlands, 
p; ; a 'AL."M i I.c.5 Curb 2 1 (2) 17 : <-~3. 
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:.Cal polio vaccina will encounter the proteolytic enzyme trypsin 
durmu administration but inactivated polio vaccine not. To 
invest: :|ite the effect on the humoral itimuue i- .:p:n.- ; , rut:: voce 



bad wild- type a^^jenic phenot ypes and, as shcwn^ partial genomic 
^quc:i..-::ig, wil^Mj'pe qr-ctyfe^ . Ocrreiatior. cf ^ratory and 

epidemi oloqical data suggested that residual oas^f paralytic 
pcliemveli tis mi E'cdand oetweei. 1 ^ 1 and 1 : < c 0 were vaccine-related. Study 
c f t:.tr :icr.-paralytic c a s e s , r.ov/eve r , helped identify the circulation cf 
. :. wild -type v i r a s e s m a wel I-vacci:ntea c^xunity. 
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TI The apt. li C:it ion of immune f luo> escrnce and :ieu t r a 1 i za 1 1 o:i McAb tests h; 

t ypmg diagno.-.m of 2 b C polio sz rams. 
AU Tang E 

CS Institute of Medical Biology, Kunming.. 
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Ah The serum neut r a 1 1 za t ion test :s a classical met nod used for typing 

rollers ras . Since 1 9*7, some type-specific non-neut ral.i zation McAb ' s havr 
seen oh tamed in our laboratory, and were used m indirect 
.1 :rmu ncoluut e.:.cen..f :Ldiui ng t e s t s t o d ctcct ;.cr:typ-:c I , II a n d III. A 
total cf 2:36 poliovi rus strains were typed by the indirect 
r:T^unc01uore.:cen:e test. (IF? and neutralization test. (NT). The results 
a e m o i : s t r a t ed that, borh t. e s t s w ere m ag reement, s u g g e s t l n g that. McAb I F 
ccula repl h re NT as an alternative typing dialectic method: moreover, IF 
was easier to perform than NT. It is economical and rapid (the results 



very 



be rend within 1-2 days as compared to 7 days for NT). The reagent is 
stable and can be stored for two yearns at 4 degrees 0 or for two months 

at 

07 degrees 3U 
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TI Level opment of a 1 1 comai c hybridomas for production of monoclonal 
antibodies- against oral, polio vaccine strains [letter]. 

AU Gupta C K; 3 ok hey J; Gupta P. K; Singh H 

SO VACCINE, (1991 Nov) 9 ill) ■-■ 5 3 - 4 . 
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-elate over^pt potential risk of t.umonqenij 
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attributable to the 
contir.ued i r -'ver 



agenci r 



i mac conriiiu-r for some time to come. Manufacturers ana 
are deve 1 cp i:ig s c 1 er. 1 1 f 1 cal 1 y based guidelines for sued 

prep. a r e 



::u l de . ::ies 



bioLegcoals and monoclonal antibodies i:. o:Ls wm_h do> r.c: p s * 
unreasonable risks. This onapter has attempted to describe the s:ie:.tifi.' 

tools available t o evaluate t he putative risk oi ' uino r 1 gene :.i t y due to 
: .so'.. ; 1 virus DMA ana proteir. : ont aminant s . Mo t ne o r eti ca 1 or 
■ •v:.er:!;ant.a.l. basis exists to hyp et he size t h a t :eadu.U cellular protein 
:m ::ht voes^rr a s l gn l f i o an t risk of t umo r l geni ■:• l t y . The t j I ^ a r e 
••rroo:hy adequate for ;o : ia r ae t e r l z a t l on of putative risks due to viruses 
a. ; IMA but are not sufficiently powerful by themselves to assure proauct 
oafety. The subsequent charter or: p roce;: s validation describes how 
aoieqaate assurances :f safety ultimately van be obtained for- products of 
::CLs against thee ret. ical risks of t umo r l gen l ci t y caae to putative viruses 
ana IMA. In addition to these safeguard:., n ::■ emaence of t umo rl geni or t y 
nas been fooonoi m human or lr/estocc animal re^- ip l en t s of the products 
prepared in CCL substrates. Many patients have reoeivcd inoculations of 
tissue plasminogen aotivat:r, e ry : h r :po,i o 1 , f^oor '/III, soluble da o , 
dX-Cpop, hepatitis B surface antigen vaccine, and various 
monoclonal antibodies and other recombinant, products of continuous 
cell lines in clinical trials, hr tissue plasminogen activator, large 
doses of lol rru per patient o r m: re have been used. At the time of 
wri ting 

ever IT kg of CHO-derived tissue plasminogen activator has beer, .cold 

s i n c e 

late lovi7 for a .dmi ni s t r a 1 i : n to over 10c, 100 human patients, "or 
ree onbenan: factor VIII, e rythr op : e l ti n , and soluble CD A. protein;, 

oh r on o o 

admi r; i s t ra t ion has been empdo>yed. Millions nave received polio 

o. ; rabies vaccines prepared in rintimous "Zero cells. In addition to 

this 

numan experience, livestock animals, have received annual l ne cul a t l oeis of 
f e ot -an d-niout n virus vaccine prepared in SHK-21 (a highly turner i gem c 



c r t a 



for up to 14 years without effect Mo effects nave been reported 

oei oh might be attributed to oncogenic fact ors. This, scientific tools 
.uearactoeri zat. i on and principles of p r •• a ... validation are available to 
;rotect. patients from putative risks of t umo ri geni ci ty associate;! vuth 
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e T r a T p rctem d e^^r mi n e ci b y p 1 a s m i ci ?. i 
of a foreign ant^^^nc determinant, tl 



0, 18 0, 200 :r 2 1 •:■ of 
ranspcrtecl to the cuter 



me:ri> r a : 



and, i:. three cases, ir:':':.ur.oascay£ with an .anti-C3 monoclonal 

ar.t ibcdy indicated that the C: epitope was expend on the cell surface . 

Tiir^e f the hybrids, wit; i noe r t i or.s at residues 120, 1*0 and 200, 

a.- : r - in: : the t r yp s i u - r e c i s t ant :vl i qonc r i o form cinr^-tenstic of 

wild-type protein, which suggested that tnese regions .ire not involved : 
TraT swbuni t : subum t interactions. Aden 1. 1 ona 1 1 y , the hybrid protein 
carrying the C :■ epitcpe at r-o : t : : n 1:0 f\uict.i:ned in a genetic 
. u:c. it-, : i. as;=ay ana retained partial on r f ace- ex c 1 ,,si : n activity. Thus, 
its localization, folding and organization doe.:- n:t appear to be grossly 
altered from tnat of the wild-type prot-m. Ape:- 1 1 ::a t l or.s of the protein 
for the transport of foreign antigenic determinants, to the cell surface 
are a i s c u s- s e d . 
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• teolytic cleavage m trie LamB protein of E 
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K12 cy genetic: insertion of foreign sequences: implications fur 

t opo 1 og i :a 1 stucnes . 

P. c n c z C ; C h a r b 1 1 A ; Hofnu n g f M 

Unite tie P r og r amma 1 1 on Molecular re et Tom i c o 1 or: i e Genetique, C:NRS UA2 7 1 
INSERM U103, Institut Pasteur, Paris, France.. 
EICcCHIKIE, (10O-: Feb-Mari 72 I 2-?) 13?--. 
Jcnual ooo;e: AI4. ISSN: J30O'Oc:4. 
Franc e 

Journal; Article; (JOURNAL ARTICLE) 
Etc i ish 

Pr lority J ou rnal s 

LamB, an integral outer membrane prcten. of E toll K12, i- highly 
resistant to protease digest i on. V/e had previously genetically inserted a 
foreign sequence corresponding to an epitope from trie poliovirus next to 
amine acid: 140, 150, ! s -> , an 1 :74 .of LamB . In 3 cases (sites 140, 150, 
•74:-, insertion of toe : ,jn pepti lie did not extensively affect the 
functions of LamB (and therefore foiling). In 1 cases (sites 146 and 374) 
the polio virus epitope was detectable on the bacterial surface 
with a specific monoclonal antibody. We show here that the 4 
:: o i : : : \ proteins are sensitive to trypsin, including on intact cells. 
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1 1". par:, en: = with pr: :r polio there was an excessive use of 

reman:: :i :j motor: units an.i an absence of type II muscle fibres in the 

• : : . ; ; ; . •. nnteti.cc- ( TA > . In the \ i study, eight subjects with prior 

polio vote: met- than : type I fhee^ : u tue TA were c-:i:unu. 

Toe aim was to elucidate whet. her the lack of type II muscle fibres was 

ro a OrOe:Oiv- h.os :f luroi.eurons wit:: high ti.ieshcld ana high au-uonnl 
conduct i on velocity or due to a rnuocle fibre transition from type II to 
tyre I. There wa .i- no decrease of the proportion of motoneurons with high 
cures no Id and uich a>:ou.il • ud , v i n velocity. Monoclonal 

aooiiooueo a a l n.i t fast and i low myosin heavy chains (MHO) were used as 
u.i : t.ccuemi oa 1 matkers and many muscole fibres of type I according to 



0 e : 



:ilit.y ohewed o b nidi no: of b-t h anti-fast and ar.ti-slow MKT. It is 

"ed *chat the tyre I muscle fibre dominance in prior polio 

us with excessive use of TA during walking is ace to a muscle fibr 

:iou from * v: • • II to type I ana not to a loss of one ooLuss of mote 
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TI The concept ana operational definition of protein epitope:-. 
Ad Tan Reoenm or t.e 1 10 H 

CO- lie: t.it ut de Ei.i o 1 : g l e Mo.leculuire et. Cellulaire, Strasbourg, France. 
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The antigenic: determinants or epitopes of a protein o o rresp ono to those 
parts of the molecule that are specifically recognized by the binding 
,o i t e s c- r p . -a r a teres o f c e r t. a in i mmu u oglobul in mole c uleo. Ep i topes are t h u 
re: la t ion a 1 entities tnat require c implement a ry parat cpec for their 
operational recognition. Some authors consider that the concept of 
u-tcpe ^ ^" ^ ^ ^ 

:-.o n. . - ■ . 0 a w-'e u.-*a*--c u: ff voile vv; b-orcr- it muk-o t he 



of t.::e :::v. u.i :v • ; ho:t. Cue d-1 : heat, i on of epitopes (-an re achieved n 
..vitioeuic or oss - rea c t ivi : y studies or by X-ray crystallography. Bote: 

ao p r - a v. he.^ iej.ultr y e ^ ^ ± v.. 1 _l i. e i j_ a i. o ar:.iuin.j rtitL ,n x. . > j. --i n e ^ j_ 

ant seen are m contact vvth the paratope and are functionally part c 



u i : : < mot monocj^tl antibodies that, can be rais^against it, 

ael meat 1 epir opes z:n respomis t c the s^Btit:;)ii m various hnsM-- 

:.f the immune repertoire specific for the antigen. Neutralization 
-pit. ; i -s 

are a special subclass of the epitope; of infectious agents and to>:ms 
t:.,it. are specifically recogni ::ed by ant i body molecules able to neitralic- 
t ne ;;iclo:fi :al activity of the unticren. The ident 1 ficat.ion of 
ne at r al i zat. i on epitop-s is important for tne development cof synthetic 
v.iccuiro because rt is; tnrs t. ype of epitope that should be mimicked by 
synthesis an i us- j as a viocine bo eliciting protective immunity. The 
first cic.Tsns *. ra t l on mat synthetic peptides could elicit antibodies that 
neutralize:! '.oral mfect rvity whs ma:le rcy Anderer an:l his- colleagues m 
:.v 12< Is i n then wcrk with t:;:)Wj mosaic virus;. Nearly 20 years passed 
i: e f o r it wis shown tnat mtib : :iie^ tc s ynt net. ic peptides were also able 
to neutralize th- infect rvity _• f otbe r viruses su ::h as f oo t - ami -m cut h 
diseaso-, polio an:i h-pa : : t ..i s; h viruses-. 

in amm-zee id oe u meeeive 

AN C:'E220 L 2 ME "'LINE 

EN n2G2 0 -2 

TI An neere-i poliovirus chimaera elicits broadly reict ive HIV-1 

n e a t. r a 1 1 z l n g -a n 1. 1 b o d r e s . 
AU Evans I- J; Mc-Keat i r. g 7; Mered.i t h J M; Burke K L ; Katrak K; John A; 

Eergason M; Miner ? 2; Weiss E A; ALmmsi J W 
22 Pepartr.ent -of Ml :r sbi oloay, University :f Reading, UK. 
SO NATURE, ( 1 c < c: u dun 1) 3 39 i '.02 : ) 3c 5-3, :40. 
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ES Priority Trurriuls; Cancer Journals 
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AB The Sabin tyre 1 vaccine strain of pcliovirus is probably the safest and 
rcos.t successful. 1 1 ve - a 1 1 enua t ed va.ccme virus used in numans . Its 
videspreac; use sir.ee the early Icojs has cent nr. u tec; significantly to the 
T oi it 'a a 2 eicii:cati:r. of poliomyelitis in developea countries. We have 
reported previously "he o: nstruction of an mtert yprc antigen chimaera of 
nod r coo. rus , kased on the Cabin 1 strain, and trcrosed that this virus 
could be rnoli feed to express cn its surface antigenic determinants from 
other pat h c g e n s . t; e d e s cc r i b e h ere t h e c o nst r u c 1 1 •: n a n d c h a r a cterizati o n 

of 

a polio virus antigen chimaera containing an epitope from the 
t ransreembr ane 

:: 1 y • :. \ rote: r: (gp41) of human immunodeficiency virus tyre 1 (HIV-i). In 
antibody arse rpt ion experiments, the virus chimaera r rihor. i t esi 
reutraliza: ion of HIV-i by ant i pep tide monoclonal antibodies 
specif.; o for the gp-i 1 epitope and significantly reduced the group) 



c o . • : . . • o - f *::,>' polio 2 2 V -h imu : ; in a a ;:;v n V 

cn to be ope • i f i c tor H I V - 1 gpdl :. n pept i a~-t: :. na.ing assays and 
blotting. More, v.'!/, the sc. . ^- : , o-o ia] u:. j u a wide range of 
i and African H IV - 1 isolates and also inhibited vi rus- 1 reduced : 
Monoclonal antibodies against the HIV-1 derived regions 
• n i ma e r a also :n-a: r all zed HI'/ - i . These results e s t a b 1 ^ h the 
2r of usmu : Cooorus for the r r -sent a 1. 1 on of foreign antigen 



/irus/HIV chnoooas could offer an apt 



• .• r : yi :. { a poliM^ru. 1 :- immunogen . 
oy : elpev:.oux F; cSiir R * Blc ndel B; Horauu F; V.Aer Wer f S; Giraid M; 
d * : ; r:a:e^r' /; :>: i^-cK R E 

CS V:rolo:.:ie Medicale, Inst it ut Pasteur, Paris, France. 

30 [-icoh:::is, :r-HS a;:::d 1 : (*) 1 o 5-73. 
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FS • : ; . r i * y Jo urnals 

j_ c. ~ a 0 y 

AB The hepatitis 3 ,1;: fa o- antigen ( HBsAg ) ha:, the unique property of 

as sembl mo with cellular lipids into spherical or tlonga ted particles of 
12 nm diameter wl.it. h a : sesreteei by mammalian 'tells expressing H3 sAg . Vte 
have s tudied tne r:ri:tiral requirements for particle fcrmation and 
seiret. ion by creatuti in phase insertions into different regions of the 
::ene o :. the hepatitis B vm.s, coding for HBsAg . Modified genes were 
integrated mt: an aprropri ite ve tutor and expressed in mtire L cells. 
Vance single and double insert.: m the two major hydrc phi lie domains of 
H5:A:; we re 7 :»mr at lhle with pa rticle synthesis and seo ret l on . The level of 
set re: ion was influenced by the length of tne insert, its primary 
structure, and the site of insert ion into the H3s,Ag molecule. One of the 
::.-•••:*••: iequer. teE m : a synthetie LNA fragment encoding a ecu: muous 

^ r : 1 .i i r us mcju.Il ^ d _u.j ^pLt.pe (the C J epitope ) . Mumrnui i an cells 
ext t e.r - 1 n j the modified hepat i tis B virus S gene se :: reted hybrid 
particle • 

..• a r r y ::..! tne p:litviras antigen. The hybrid polio-H3sAg 
particles reacted with a monoclonal antibcdy specific for the 0 3 
epitope and induced poliovirus neutralizing antibodies at low, but 
significant, titers in mice and at high titers in rabbits. However, the 
immune re=.p:r. r-e t ~ HR.-A-j was weaker to hyr. rid part.i:les than t :» 
unmodi f l ed 

HBsAg parti ties. By z :1 cans feet lot: with tv;:> different plasmieis carrying 
either modifier or unmodified genes, we obtained phen :-t ypi ca L 1 y mixed 
particles c : n taming both polio- HBsAg and HBsAg molecule's. 

I no tu.l a ted into rabbits, the mixed particles induce:! high antibody titers 
against both ptliovirus and HBsAg. 

L14 ANSWER 11 OF 71 MEDLINE 

AN c OO 7 7}. 14 MEDLINE 
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TI St r ox.ura 1. and antigeni:: variation of the structural prateiri VP3 in 
eeratype 1 p a Ii3vu us i a slated from Vdcomees. 

AU Ca = h P 

CS [epartr::e:it of Bact.ei l :»1 oyy , University of Aberdeen, Foreste rhi 11 , 
Scotlanoi. 
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A5 Hi :rn r r- s ;> 1. u 1 1 on t wo - num-ns 1 onal PAGE wa a used to analyse protein 



dcic: •.: VP 3 simi^k r o the iionvaccme type i straps. The altered VP 3 
nobility correl^Htd with a change m ant i .jen: ci t^^Bs determined by 

monoclonal antibodies directed t :» the neutralization site legated 
cr. VF 3 . The data :leudy illustrated the suitability of twooli mens i on a 1 
in anilysir.:; : i o o n :n.,r it ions m attenuate-! vaccine virus excrete: 
b y va " o n — . v . 
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T: Pile o the LFA- 1 molecule in cellular interna :tio:; s re^iirea for antibody 

p rod.. o on : n humans . 
AU risen ■-■ r A; Pu randy A; J t er ke rs G; G r l s c e 1 1 1 C 
SO AoURAlAF AF IMMUNOLOGY, ilvA; May 1) 136 (9) 3198-2 A3 . 

DT Jouiob; Article; (JOURNAL ARTICLE) 
LA Engl i. A: 

F3 A;o i : ; o:: Index Medicos Journals; Priority Journals; Can::er Aurnals 

AB The 1 y:.pno--yte f unc t ion- assoc la t ed antofen 1 (LFA-1) has been shown to 
play a re le m o-. : : : T cell f noo i io m mi ::e and humans including 
cytcooxi nry, an d p roll f er a ti on to all ;feneio cell-, and foreign antigens . 
The so functions nave been defined with specific monoclonal 
ant i bod i es a rid were additionally confirmed by the invesuigal ju-ju of 
patients with inherited deficiency in membrane LFA-1 expression. In this 
paper, we report, our studies on the potential role of the LFA-1. molecooe 
in T 1 ymr ho-:, yt e - cv : -penc;ent ant ibody responses. In a patient with a 

Complet e 

laid: jt men ib rane exp re ssion : f LFA-1, tnere was no in vivo antibody 

: • • • : . ; i ; - to vaccinal antigens suoh as tetanus, uipnthena toxoids, and 

polio torus, and no in viv: or m vitro antibody production to 

influenza virus, where as serum immunogi obu Pin levels and ant l too dies to 

po; 1 y oacccha r i des ( l scnemagglut m.i ns , ant lb'jdy to mannan, and a 

r o 1 y ~ ac -cha r i oie r'rom lAndida albicans) were detected m ::o.r re la 1 1 on with 



i n 



vitro production -of -anti -mannan antibody. The defective antibody response 
to; polypeptides was not secondary to poor ant l gero sp eci f i c T 
proliferation, because the latter was found t n be present. Similarly, in 
vit.ro: antibody p roduct ion to influenza, torus of normal tells was blocked 
by several in: i LFA-1 monoclonal antib idles specific for the 
alpha suiiunit of the molecule, if they were added from the beginning of 
the culture. The anti;oody traduction blockade could be achieved with 
monoclonal antibouy concentrations that partially preserver! T cell 
proliferation. The helper effect of an influenza virus-opeofic helper T 
ooli clone was also b 1 oc keo; . The targets of the blockade were shown by 
incur, at i : n experiment s to he T cells and mono cyt.es . In cont cast, 
o: ; A A . monoclonal oo o.odo-.s o . i no- • d A • : on ::o koo-'A 



o LFA-1 !0'-o;h- i lays; a role m r o-A 1 dej ehdent ant ibud y 

chaiides, altic c;.;:. the antibody o o p n : - to mannan is T cell 
nt . It is p p . • • ; that the LFA-1 molecule is required to sor 
tor a antOM,-po j : -ntiii'! ceils-T 1 ymph jo, t e inter a o 1 1 in a n d : 

oho- ef a .doe o:ccoat on A-tvooi a i it l g - u - sp e c u f o r helt>o: r '. 



71 H 1 1 - an. ;- r ri neutral::a: of poliovirus . 

A'j :r:oe:i ?; F.cmraut B; B^eye A 
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OY LNGLANI : Or. l ted Kingdom 
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EM i^ooU 

AS AO phy.-iol : :rical strength, monoclonal antibody 35-1 f 4 has 

poeviou.sly been diowi. to neutralize poliovirus type 1 by 
ant ib ody-nr.ecii a t ed 

p olyrr.eriz a: ior.. At. low icni: strength, this ar.tib ody neutralized the 

ho a n : t - and- run me o : . - n i s in : the virions were converted t o non-infectious, 
empty caps ids devoid :;f oo li: :. i : <-.• . Ll.es- empty oapsios resembled those 
formed by thermal denuturation of native polio virions in their 
. • - ; n ::ef fi : m-c it ( > oO ) , antigenicity (H) and isoelectric pH 
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Noclear lo:oi:z^t.i :o :» t polioviru£ capsid polypeptide VP1 expressed <; 

fosi;:. protein with OY40-VP1. 

Wychowsk.i 0; van der tferf S; Girard M 

GENE , 1 3 z : > 17 { 1 - 3 ) G3 - 71 . 

Journal c:de: FOP. I0ON: 037 1111. 

Net he rlan is 

Journal; Article; ( JOURNAL ARTICLE) 

Engl 1 S h 

E iiooty Journals 

The pcliovi. rus cbKA fragment coding for oapsid polypeptide VP1 was 
inserted between the EcoRI and BamHI .sites of OV40 LNA, generating a 



iimaeric :rene m 



he sequence 



acids; (aa) of 



poll :v: rus zapsid to 1 ypep t isle VP1 was placed downstream from that of the 

M M-trrmmil aa of OV40 capsid polypeptide VPJ. The resulting defective, 

hybrid vires, 3V4 3-deita 1 polio, was propagated in GUI cells 

us in :) uii early CV40 mutant, am4 34, as a helper. Cells doubly infected by 

0040-d^lta 1 polio and am404 expressed a oO-kLal fusion protein 

o.o. ; c ox-is .: pec l f i : ul 1 y comun op recti pi t a. t eoi by polyclonal and/lor 

monoclonal antibodies raised against poliovirus capsids or against 

polo ovirus polypeptide VP1. Examination of the infected cells by 

i rum . n o z 1 u o t esce n c; e a f t e r s t. a i n i n q w i t h a n ti-po] i o v i r u s V PI i mmu n e s e r a 



\: r C e l n w a s it 



d 



t K 



, 1 ■ 



p 1 a s m t c.j the mulrus. 
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EM il^rb-i " 

AE 1 . : o i: ricie u::c: recent. work on the determinants of antigeiiici 

i h: .. v : tvr>e ?■ and ret.: orts on experiments m progress aimed at 

;,..dt-i st ar.cunq the ir.u leoular basr^ of attenuation in Sab in ' s type 3 
• • ; . • • : . . - . . v,\ • m v::.:h. :his new information might be used to produce 
^rroiuiv-, safe, inexpensive, multivalent vacoiues against polio 
and ether enteroviruses are discussed. 

li; giggver 27 :>f d meglgge 

AT 1 * e51247f-D MEDLINE 

TI Establishment of 15 uybridomas secreting monoclonal .antibodies 
acjamat type i. polio viruses (Satan strain) and their 
application m antigenic analysi.i. 

At' 3... E 2; Ma G E; Wang Y A 

SO a HUNG - KuO I HSUEH KG HSUEH YUAN HSUEH PAG ACTA ACADEMI AE MEDICINAE 

S INI CAE, (1984 Jun) C ii) 157-Cd. 

liurral rorie: CZS . ISSN: 10 00- c iG\. 
CY l.'.nid 

DT .Journal; Article; ( JOURNAb AKTliLtj 

EM ;:--5:-. 

ill agcwe :•• z~ ie ai meglige 

AG :;0oiU7 MSELIXE 
DN :h . 0 8 1 : 2 7 

TI Induction :f neutralizing ant.ibuuy m mice against poliovirus type II 
w 1 1 h 

monoclonal anti-idiotypic antibidy. 
AG Uytdeuaag E G; Gs terra us A G 

SO- OICJRNAL CE IMMUNO LOGY , ( 1 7 & 5 Feb) 134 (2 • 1225-9. 

G 1 u r n a 1 cone: I EB . I C £ N : 0022-1 7 0 7 . 
CY Cult ec States 

DT Giurnal; Article; (.JOURNAL ARTIl'LE) 
LA English 

EC All rid ::ed Index Me.ii cus Journals; Priority Journals; Cancer Journals 
E M . : < Z b C 4 

AE Syngeneic monoclonal ant r -idiot ope antibody Ab2 , 2 - 1 7 C 3SCC was 
i;aisro against an l diet ope on a protective monoclonal antibody 
ci.th ig.enficity fir poliovirus type II. AbC, 2-17C3SCC detect s a 
parat ore-related interspecies IdX. Ab2 , 2 - 1 7 C 3S ZC purified from 

sup<u. not ant 

■ ; c : c :. f , i : ; t i b i i < - . ■ i - - .-i i 1 1:1 tie t ' i:ai" - o p one i n ! . [ : t i ; c ; t ope . I icoiun : z a 

• u t - - for no. : on t ne ;uuuction of ant.: polio 

1 i z i n q ant ibed: <-s , and hence cm function a s a monoclonal 

:i:c: y p i c v a c c i u e . 
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monor 1 ] ona 1 



spcn^^^ in all cf the convalescent sej^^c f patients 



• 



IFF. dollar NSl-specific isotypic: and serotypic aiit ibc dy responses were 
f cund in the -era from IF and OH F patients. The results showed that all 
I EN ::;:c:tior:.: iric:uced s i cm 1' i can t NS 1 - spec 1 f 1 c Ic3, whereas ~ c and 0 1 
cf primary IF patients vs. 40 ,1,1 ^ 0 cf secondary HF p at : e>v ; produced 
1:;P! anc IojA ar.tibod:es , respectively. Specificity analysis showed that 

y.c - af : • I c|d .c:u : ;A antibodies cio.:s - react strongly to Japanese 

;SE) \ ::o: :i;; I cj 1 y :.. op r u : ei n , whereas oFN NS 1 - spec i f i c I gM 
-uocc-oes a:> not c ros s- react t: JE virus NS 1. glyccprct-m at all. The 
serotyj e specificity of MS 1 - sp e c l f l c IaM, I gA and I ;iG were found to be 
• ; , (v and 717 for primary ::heO ; u. , and 10 , 22 ata 30" for 
secondary i:\fect ions m positive samples of NF patients. Similar pattern 
was found m FHF patients. The results shewed tnat all cf the E>F and LHF 
patients produced si. on". i f i cant. NS 1 - spec i f i o antibodies. v;e diet not. observr 
uireot. correlation between the anti-MSl antibody r-spor.ses and LHF 

sera from patients witu DF ana DH F snowed similar ant.i-KSl antibody 
responses. Soo v r l c; ho 2 0 00 Wi.lev-hiso, Inc. 
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AB 


OBJECTIVE : I solati 


on of dengue virus from dengue 


fev 


e r 










a n d den gu e h ?» e iron 


sa:jic fever cuvs-s from Mmdana: 


r F: 


epoibl i 




f 




the Phil it'P 1 1 nes . M 


ETHOIjS: 12 patients wrta clmi: 


all 


2 ^ 


s p e c t 


ed 




dengue fever iDF) 


■or dengue haemo r rh a c tever (I 


HF) 












p re sen 1 1 rmj in four 


regional hospitals between August 


a no 


I S 


ept 


eul:er l c <o 



Siimdano were e:or died in the stud; 
bv nmc.ilat i m nf Vero/EO or CO '3 0. 



Dengue v i r u s w a .s isolated 
~- 1 1 s w l 1 1 'i r) at lent s; e r urn . I qM 



u c 



a- 



dengue o'lru-. type _ una too;, as dengue v: : 
ctjoov:. t amino >m t. la monoclonal .a n t i b :. oil e :. 
I hy I ovet l c analysis oof i rmed a close : 
virus * vve 2 isolates wotn viruses isdLo 



or by RT/P00R . 
dationshi p of the dengue 

vi in the Philippines in 1 



■■ t ; , • t 1 ' 
dengue 



Ar: ant:.:jen ca pt^B eri:zyi:v-linked immunosorbent a ^H^- / reveals nl( !*h lev ' 
of the dengue virus protein NSi in the sera of irW(:ted 
patient s . 

Vounq I" R; Hilditch P A; Bletchly C; Halloran W 

Sir Albert Sakiewski Virus Research Cent re, The Royal Children's 
. t a 2 , 

Hers ton , Brisbane 4 2 2 ;: \ Australia . . p . young ^mailbox . uq . edu . au 
JOURNAL OF CL EMI CAL MI CR OBI C LOCY , ( 2 0 0 0 Ma r I 3 8 ( i ) 1053-7 . 
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LT Journal ; Article; (JOURMAL ARTICLE) 
LA English 

ttm - : 0 



;u. describe the d- -v- \ \ of a capture enzyme- 1 l n Ked immunosorbent 

a s s a y 

f r . :_■ Vie detection of the dengue virus nonstructural protein MSI. 
Toe assay emoloys rabbit, polyclonal and monoclonal int l booiies as 
toe culture and ' olet e o 1 1 on a nt ib _-di es , respectively. I inmun c a f f l n 1 1 y- 
punfied M31 derived from dengue 2 virto-mfected cel.hs was used 
as a standara to establish a detection sensitivity ,- f approximately 4 
ng.Cnl tor an assay eniployir.q monoclonal antibodies recognizing a 
dengue 2 se r :■ t yr e - spec i f i o epitope. A .Limber of sen: type 
oross-reaMive monoclonal antibodies were also shown to be 

suitable probes for the detection of MS 1 expresses! by the remaining three 

dengue virus serotypes. Examination of clinical samples 

demonstrated that the assay was able to detect N J 1 with minimal 

interference from serum components at the test dilutions routinely used, 

svogestmg that it could form the basis of a useful additional diagnostic 

test for dengue virus mfeotnn. Furthermore, quantitation of 

MS ; levels i.n patient sera, may prove to be a valuable surrogate marker 

for 

viremia. 3u rp r l s. l noil y hiom levels :f N;o 1 , as mucn as 15 microg/ml, were 
foouad on a c u t. e -pn a se sera tanen fr:m some of tne patients experiencing 
se rol ooi:ally confirmed dengue ^ virus secondary infections but 
was not detected m the convalescent sera of these patients. In contrast, 
Mj; could not be detected in either acute-phase or convalescent serum 
samples taken from patients with serologically confirmed primary 
infection. The presence of hi :jh levels of secreted NCI in the sera of 
catienvs experiencing secondary dengue virus infections, and in 
tne context of an anamnestic antibody response, suggests that NS1 may 
contribute significantly to the formation of the circulating immune 
complexes that are suspected to play an important role in the 
pat ho yjenesi s 

of s e v e r e dengue d l s e a s e . 




f a 1 1 u r e w 1 1 h ne jdfel o >: 1 1 ■ . * ..h 1 mvoi v ement o f u nkii c w i u s e were a cim i 1 t. e c 1 t o . 
n: Mum^Mi lodi a . We describe clinical ^Bsentations and 

: : . •/,-.- t : :;at ions of t • t oo . METHODS: V,v anaiysecTcasr reports and 
1 a':-.: : at ry findings f c :. the patients (a-jc 37-43 years, two men, cik 

t ;.a: v.v : e provided by t:o clinicians m charge. Serum and cerebrospinal 
fluid v-re tested fcr viral oause by IgM ELI 3 A to Japanese eu cepua 1 i t i s , 
VOot. bile fever, dengue, and measles. 5amrl.es were iisoculato:; in 
vero">.ll culture fcr virus loolaticii. The virus r s c 1 a t. e s were 
confirmed with indirect irnmun : f 1 u oresenc e w.i.rh aooimeasles immune ;;eia 



mouse monoclonal antibodies to measles HA and F proteins and 
with neut rail s at i on tests usir/j an ti measles immune i era . FINDING 



features 



•ve.ru vomiting, 



. i u u r i a 



ir anuria, bilateral 



Clinic 

facial weakness , impaired he \n i.ci , blindness, pr oxima 1 and distal 
aref.looic limb p a r a 1 y s i s , and respi r at o ry p.: raly - i - . No patient run:; a 
oacropapular rasn. Blood u r - \ nitrogen (4.64-27.:- mmol./L) and creatinine 
■ -;. 3 1 . I - ^ 10 : . J m.iorcmol/L. were hi on, and :e: ebro.-pmal fluid contained 
nigh iconcent rati on s of proteins and pleocyt . sis. Kidney oiopsy samples in 
owe mat rents shewed severe .interstitial nephritic. IgM antibodies, to 
measles were t ouud :u ciood ami cerebrospinal, f 1 u i. : . Veroosell 
cultures from serum -u i s e r eb r ospi na 1 fluid of u.e patient 
cere).; r-sp inal. f 1 ud o f two pan entu snowed oytopa: 
cha r -n 'or rUi: o f :m 



:ad 



INTERPRETATION: unusual manifestations of 



renal failure with n- or. . oou va ; involvement associated with measles virus 
on adults presen: uki without, rash was confirmed. Go. r findings may affect 
tl:e deo-e.l : toment of mea o 1 es - e 1 lmmat i on prorammes . 



atu rally infected with 
osa, Mexico. 

E; Rodriguez G; 
man Ev Tapi a - Z onye r R; 
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: i •• c- 



o n i O • i durno a dengue 'Outbreak in 



.o Oi-un pr ncessed Ou. detect i:i; of vu.is by cyth opathru ef f ,o: 
sod VERO cell oihores and by ha ema :_' I t l na t i u test. Riv- 
als ove positive h a ema g g 1 u t l n a 1. 1 on reactions and were examined 
oiuo o lu or esceoo monoclonal an 1 1 is oi i es to: f 1 a to vi r us and 

dengue torus.. Go-- pco of ten Ae . alonoc t as mal<o v;as 
oov- feu dengue so : o v so v voc 2 and : ' v:u •• identified ry 
r ;• '.a ■•-sto- uh - monoclonal o * : o . ; : • . ou • o O o • ; ; o RT--L Jr. 



0; srv # # 

TI Dengue ^ virus CTTiding to human hepatoma HepA^. aWsimian 

Vero oil surfaces differs. 
AY :■: i r : P; M- . : F ; Olivier R; Moiciu; D M; Deubel V 

YY A . . A : : v • Pasteur , " : . ; :. >■ : ■■ ■ s Arbovirus et Virus des Fi ' evres 

Tans, Fran ■:: e . 

so ;oijr:oa: . f aenfyay v : o y -y, (i : < c <c >■■■: ■ ^ ( Pt la YcAY-m. 

OY FMOhAMI : N.n L teci Kingdom 

DA' A,;;r:ia; ; Arti:As oJOYYNAL ART I DLE ) 

FY Irisrity A . ; : i : , A ; o isv; J :urn As 

YV," A': 1 "' A. -i 

A5 V; e a rial y s e d t h e b 1 r. dunj a 1 1 :i i n f e c 1 1 v i t y o f dengue virus ser )t y p e 

1 ,jSH-i ) for the humai; hepatoma cell Ane HepGY m comparison with the 

simian kidney cell line Vero. The higher susceptibility of 

Vero celh to FEN 1 correlated with creator bu.ding affinity of 

I- E N - 1 t o t h e s e r e lis. I n c on r. r a s t. , t h e cap a c ity of vir u s a 1 1 a c hme n t wa s 

higher f :• r HepGY than for Vero cells . Profiles d f E'EN- 1 binding 

at different pH we r e markedly dif fere nt between the two cell types. A. 

t ype-spe :• i f A c neutralizing monoclonal antibody reduced initial 

virus lending t :■ both cell types similarly but complex and 

g r oup- speci f i :: 

neutralizing ancibodies affected viru.e adhesion differently. Altogether, 
these results suoqest the involvement of different receptors or receptor. 1 
present ea m a aiff^rent er.v; ronment on the cell surface in the two cell 
Ames. Idee sensitivity to p m. A.eol yt l c enzymes and to i oni c detergent of 
the binding sites on the two eel 1 types was tested ana results indicated 
t ha: the y ma y b e mu 1 1 1 me u: proteins o r p r otei n c omp 1 e x e s . 
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AY Dengue virus : :Y-. t : u is s.-( ^ : pub : : o i.^. : ;lt!: |u YYci! 
* h : : . : ;s s A t r-t : s. 1 • : ,u* : :. • j s . A. t-nde::. : • i eus / dengue 
Y- m f - : 1 r dengue s ■ . ■ A . yu ;r a.-- I YY a : r- 

1 dengue- r 1, A e. i . . . s- . i . Dc^n cmg 1 : vA ■ ed a:. ; 
*::.>• nsnminu. D^t t-ct .; of dengue viruses m clinical or field 
: ample:, u s u u 1 .1 y depends ;u v i r u s lsolatior in su s c ep 1 1 b 1 e cell lines ur 

::.s- p;i * vs, followed by -.viral protein i dent 1 f ica t i ;;n using polyclonal or 
monoclonal aA :b r. ■ . . A- ;n c sou. : in u i> s: • f dengue 



.it is ( J^v: rus f r cm different ge xiraphic locations was compared . 

d f:u:n Beijing (JE-Bei ■ , did fuse A?-el cells 



Nile 



: epli v ion (fusion frcir within; FFWI ) , wuereas all .. ri.n strains fused 
t --lis bv ' 2 u p c - r - i u f e a t 1 on - JE-Bei also readily established a 

u,u.--oy* -lytic persistant infection in AP-ol sells. Li f f e rer.ee s m tne 
r:rol:p priteius of f us ogeni s and :;on- f u : ogeni c vir.s were detec t.ed by 
La^- m a :[ .' 1 u 1 1 n a 1. 1 o r. - 1 n li 1 b nion tests .and b y antigenic a n a 1 y .s .1 s u s .1 n q 
monoclonal antibodies. Yields of 1 n fe c 1. 1 c o*s vi rus in either A? - 2 1 
or Vero ire 11 culture vs no- similar if JE-B«-i w is con^a red wi*"h 
the i 1 . : p o . 1 • strain ;'H-Sar) but yields sf naeiosg :j loos 1 n 1 u weie "1-bb" 
fold :u aner with tne mom - f ascuferi 1 :: virus, implying excesuve generation 

::cn-mf e ct it us particles. When is a directly to AP-61 cell monolayers at 

pH6, only JE-Bei produced sigrii f leant fusion from without (EEWO) 

;. n:.u::o,;:;ly refleotrnii to- laraer quantity of antigen. Cell noon-slayers 

persistently infected with JE-Bei or monolayers treated with 

"0 - in.-; : is it JE-Bei, were r-sictarit to - uper ru f ec 1 1 on with IE , We,-t 

and dengue 2 viruses but were ,:• a s rep t r b .1 e to infection with the 
ulpriavo rus O.rndiius. When admi ni s t e r ed 1 11 1 1 acereb r a 1 1 y ( :i / C ) to newborn 

veoali:;.! mice, the viruses were equally ueu rovi rulent. . However , fuoogeruc 
tE-dar was signi ficant.y more seuro-vi rulent than JE-Bei for weanling mice 
af t-r • ::r. rapenitcneal I/P) c r snbo-ataueco^ ( S / C ) inoculation. Mice given 
non- f u. ; ogenic JE-Bei, resisted one peritoneal challenge with tusogenic 
IE -Gar, and West Nile but not Oemlioi Eorest virus when uvea 2 h after 
the first, virus. The potential si gn 1 f 1. can oe of cell f usr an by JE virus 



and 



interference through over production :> f non - mfectioas virus, is 

discussed 

in the context 10 f JE virus virulence. 

L17 ANSWER 14 OE 2 3 MEDLINE 
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old Ci 1 2 0 2 1 : 4 

TI Production of dime r- spec 1 f 10 and dengue virus group 

cross- rea otive mouse monoclonal antibodies to the dengue 

2 v r r n s n a n - s t r u 0- t urul g 1 y c o»p r o t e 1 n N3 1 . 
Ab T E a 1 c o n r A 0 ; Y c < u n g ? R 

CS Wolfson Molecular Biology Unit, London School of Hygiene i Tropical 
Nedi o ne, O.K. 

SO .'CURNAL OE GENERAL VIROLOGY, (1^1 Apr) 71 ( Pt 4) 961-5 . 

.Tcurnal a .de : lab. I22N: 0C22-1N7. 
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dengue 



unci letting. Most r. : the 2 r - auti-N2I MAhs w- 
dengue 2 virus NO L some of which w-ore specif i: for th 



■at 1 ve 



j r m <"i f t h 1 s. p : o t e in), b u t o tine r s were f o u n d t o r o s s -rea c t 

dengue o o;o ; : ■ u; . Go 1 s ha t t e 1 ; 1 ■ u: of UAi s , a 1 1 ioooih 

o o • • i ; o 0 O .0.0 : a dengue 2 c . : 4 'ono- ■ aio|i:o;r, ; • • 
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1. 1 me r t 

b a k i 1 1 g i 3- e i ; 
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f dengue^ 2 vi n 

r,nd Immou oology 
( 1 ) 2 j - 7 . 



• : :» humaM pi at ele t : 



uvi t ea 
2u r : . ; '. 

nogl a 0: 



urn a ; s , 



a i iidJ 



van is mo ur.de 1 1 y ; n g severe 
i m -r f eve r/ dengue sh:ck sy: 



i.i-iromt'ocytopriiia m dengue 
■drome ; E>HF /J 2)2 2 ) are not 



•ompl et. el y understoe d. We p resent, here the fir: 



Mdenoe that 



dengue t. yp e 



j : um.i : : platelets only in the p r • 



: eiic e 
.a ted 



/irus binds t 

of vi ros -ope z 1 f 1 0 antibody, sapportirg a. role for immune - m^ 
:: 1 ea r ano:e o 1 p La t.el et s in the pa .huyejurti s of thrombocytopenia in 
DHF/D2S . 

Ant 1 b ocy- enn an oed binding of vims of plat, elets was also demonstrated 

w 1 t h 

a panel of eight murine monoclonal antibodies specific for the 



by 



dengue 



rote 1 n . 



degree of binding wao dependent 0:0 the 



antibody used but. not on the antibody JcG subclass, indicating that 
factors other than the platelet Fc receptor are involved in binding of 
v 1 r a s - a n 1 1 b 0 d y c 0 rap 1 e x e s to t la e pi a t e 1 e t. s u r f a c e . C o n f 1 r ma tion t h a t 
antibody-dependent virus binding to plat.eleti is not primarily mediated 

the platelet Fc receptor was obtained by demonstrating good binding even 
w her. p 1 ,a t e .1 e 1 0 w e r e p r e t r eated w 1 1 n the F c g a mm a RI I - spe 0. 1 f r c ,a n tibod y 



LI" 
AJa T 



AU 



f- c - = i -' 7 HEDLIRE 
-2 ;V-2-l 7 

Antibodies tnat block virus attachment to Vero cells are a manor 
.vadco-oit of one human neutralizing antibody response against, 
dengue virus type 2. 

He R T; Inn is B L; Misulak A; Usawat tanakul W; Wang S; Kalayanarooj S; 



1 MlJ 



* dengue 



dengue 



dengue- - virus ^^monkey ki:iney i Vero 1 cells. Since 

Vero crlls poss^B virus re::ept.ors but. not F: re^Atijis wt 

;::!.ciud- that tR.aicr -ffect o f host, :o-ut r a 1 1 z^Pf antitv 



v i : u s a 1 1 achmer.t. t c Vero veil dengue virus receptors. 

Analysis of patient antisera yielded n ri correlation (Pearson's 

: - : : t = C . :< 0 ; P • o.OOl) between neutralizing activity and ability 
to bl ;;ok virus - cell at : a ••ament .suggesting that ant. rbody-nediated 
ncutualiz-iti ui of dengue virus uours r< r ima r i .1 y ext. ra eel lularly 

.:. i It-ss : y a p os t u t t ..icument rne:-h an i sm as u a s i c;ie ■ r : toed for certain 

ot ht-r -viruses. . 
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TI Epitope map'puiig of dengue 1 vir..s E g 1 ycop r v t. e.i n acrnj 

monoclonal antibodies . 
AN Si riant mi E; Bauerjee K 

CS National Institute of Virology, Pune, India. 

3 0 ARCHIVES OF VIROLOGY, ,1^5) 14 1 (7) 12 57-7?.. 

Journal c :c;e : £ L7 . ISSN: ") ":' J 4-80 0 '? . 
CY Austria 
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AE Ten monoclonal antibodies (MAbs) were raided against 

dengue i \ DEN 1, Hawaii; viru.-. E glycoprotein. Specificity of the 
NAdbs was tested by ELISA and immune fluo res cence . Eight were DEN 1 
type-speci fi'V one was DEN j roup- react l ve (DOR) and one was flavivirus 
crossueaitive (FOR). Two of these type specific MAbs exhibited 
haema oolut mati : n-mh.ibiti on -HI) and neutralized (N) DEN 1 virus in vivo 
(HS). These two MAbs showed 1 ■.- C» protection against a challenge of 100 
005 0 of DEN 1 virus in adult Swiss albino mice. The remaining six MAbs 
were HI negative, M negative .nod oon-prote:t ive against, challenge (NHS). 
Of these only three were reaovive in the OF test. The DGR, FOR and one of 
the NHS MAbs (NHE-1; did not react with DEN 1 virus err own in Vero 
cells, whereas they reacted with DEN 1 virus, grown m LLD-MK2 and CO/16 
cells in immunofluorescence, probably indicating a difference in the 
synthesis .''processing of viral proteins m these different, cell line.-. An 
epitope m?!p o f the E op wa s drawn using a computer programme based on the 
addit ivity index values. The .-pi tope map delineated five domains, a; S-I 
representing t yp e- spec i f i c , HI positive, N positive and pr otecting MAbs . 
b) S-I 7 representing t ype- spe< : i f i c , HI negative, N negative MAbs . c ) 

S ~ 1 1 j_ 

representing type-sprcific H I .. N negative MAb , but distinct from S-II. cD 
! O ruvesentinc! HI/H no ro ■ DEN qroun reactive MAb . e) FOR 



. } ■ ■ ■ i : i ■ MAbs wt- r * 



in; .ma 
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E r :. ori r v .7 



stable kidney P5 '• or Vero cell. -J infected with either 
flavi- Jaf.ir.e.:e encepha 1 1 1 m, - - JE , West Nile--WN, and Dengue 
--DEN-2) cr a.lphaviruses ( Chi kungunya --CHIK and Smdbi s - -SIN ) were 

m * rlo o • • --:c antibody { FA ) assay with anti-JE virus 

monoclonal i M r Ab ) H :■: - i , flaviviras cro^v-rearrive: and polyclonal 
■immune LF) antib >:iies; . By 4H In p: . t infection (p.i.), 15 to 20s of the 
three :: 1 a v l vi ruse.;, and CHIK virus infected cells, wnich revealed positive 
oy + spl^smi r lmmm r £ 1 u o r e s o e n e (IF), showed intranuclear IF. By 24 hr 

r. , o.c intta:.u:-ha r IF was nor observed <: r became diminished. The 

mwrlemicn of sells by cytochalasi:. B treatment prior to the infection 
■sir:, auv r£ rhe three flavivi ruses resulted in the loss of IF ■ romp a red 
wirn rh- re Lis enurl-atea after the nif-crisn ( 1 hr p.i.) whereas SIN cr 
cH'm v: rus -in f eoted '..'ells reacted .:,imihuly by the either me: hod. These 
f. memos mdirare an essential rule of rhe nucleus m the replication of 
the fhr/ivi ru ; e:: inly and while repl l ca r uiq in the infected reLls, 
flaviv; ruses a:ra OH IK virus might express viral sper.ific prsrems in the 
eel 1 nuclei. . 
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epitopes were j: piously demons: rated on tins q 1 ^op rotem using 
polyclonal sera^^ftom dengue vi rus-mf ect.ed anim:^»nd human, 

this i.- the fir^rtc it of the isolation of MAb^Whi zh define these 
oe t e rm: nant s arid which will allow their further analysis. 

Aid F 1 Id 0 1 F 1. 8 MEDLINE 

TI ::ij:o :o,:f;:.:ty purification of native d;m-.r forms of : he flavivirus 

AN Fa 1 o oh.. : AH; Y ouiig r F 

CS ::: i :: Allert Sar.zewski V:nn Research Labor K.ory, Royal Children's 

Ft., on. AioM. l.ia . 
30 JOURNAL oE YIROLDGICAL MET HOI' 3 , (l-F 0 Deo) 30 ( 3 } 32 3- 32. 

' - o h- : N, F. ISSN: F1FF-F-34. 
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FT Journal; ArtivM-; ( JOURNAL ARTICLE) 

LA Engl ish 

EC Frionty • ' on A 

EM .A-d 2F 

AB The flavi virus n on-st. rue tura L g.l ycoproteui, MS 1 has been shown to elicit 
an immune response m animals which may confer protection from subsequent 
virus ciinlemje iSchlesmqer et al . , 1 5 and 1F37). Wrnle previous 
reports nave ^nt imed methods for ob lamina ceil associated MS 1 m 
!r.:;i;o:r,eri: form for these studies, we describe here an efficient method 

for 

the immunoa f fin i ty purification of both eel 1 - associated and secreted NSI 

in : rnti"e dimeric .:: on f i qur a 1 1 on . These dimer preparations were 

shown 

to be bc:n more -mtiqem o and innur.ogenic than their monomen: 

. o o • - : o ~ r : o , a f'mdinq whiich may in pare explain the reported failure to 

obtain .vim protection of mice from homologous dengue virus 

challenge . In moderately sized virus growth experiment = , greater than I 

mg 

quantities of purified MSI were obtained. 

L 1 7 ANSWER IF OF J. i MEDLINE 
Aid C 7 5 ME I' FINE 

DM 9 0 360 07 5 

TI Few pH- : ndirred cell fusion in f lavivirus- l nf ected Aeaes a lb op ictus cell 

c u F c u r e s . 
AU Randolph V B; Stollar V 

CF l epa rtment. o f Molecular Senetics and Mi o robi o 1 o gy , Robert Wood Johnson 
Medical ,F:hool, University of Medicine and Dentistry of New Jersey, 
E l s cat a 'way 08854 . . 

NO A I - ?' r FY : (NIAiro 



.el l-ro-cell fu.iun of A-des albopictus (mc; nqiiitn) cells inf^:'tH wi 1 1 
dengue oid St Louis en "epha 1 1 1 :. s t SLE • f lav 10 r r use.-, was induced by 



E o s i u : ; was sh^wn^^o be AT E- dependent anu jould bervreventeci by the 
i : : : : : . . i e : pel ye onai antiviral antibocli^^cr monoclonal 

antibody t o ti.eW/elcpc qlycoprc tern. The 1 y.; osWt r 3pi o amine ammonium 
ehlcnde lr.hirnted the replicatic n of SEE virus m roth mosquito and 
vrrtebnde cells, consistent with the idea that Low pH- induced fusion is 
u-.v- : em y for virus -0:0 y into both types. 

Ll^ 7 ANSWER .7 IF 23 MEDLINE 

A!- J -odl'd MEDLINE 

TI Immunogen 1 0 1 1. y of a purified fragment of 17b yellow fever e:iv-Iopr 
p Lutein . 

AN E--tar.dr.iss M W ; .A h Lesn.ger J J; V.'alsh E E 

OS Roches te r ^en-'ra 1 Hospital , New York.. 

SO JOURNAL 0 5' INFECTIOUS DISEASES, ( 1 0 s J JorO 101 (Id 1 1 3 4 - d . 

DT .Animal; Artmle; OJoURNAL ARTICLE) 



:. : is-; hole;-; M-diom Journals; Priority Journals 



EM 1 r » 0 0 

AB ooonoi'o 00 on toe i:muu oogenic properties of purified f lavivi rus protenir: 
:oa\ r be useful m trie d^vel opine nt o f recombinant or = yn tliet ic pept 1 de 
vaccines. Using a monoclonal antibody, an attempt was made to 
purity me envelope (E; pr .l-ij - f 17D yellow fever virus { 17D YE) by 
affinity on r oma t og rapoiy . The purified material coulc not be identified as 
intact E }oroteir. but it aid bear antigenic determinants of E as 

de t e r mined 

by select io*e reactivity with anti-E monoclonal antibodies. 

Rabbits immunized with this material produced antibodies that neutralized 

171) YE and dengue-2 viruses in comparable titers, indicating 

that ores 3 - re,.-ct 1 ve mtiqenic determinants were preservea. Immunization 

of 

mi oe re sol ted in protection against intracerebral challenge with 17D YE. 

L17 ANSWER 15 OE S3 MEDLINE 
AN Eo, 55.:. 2 MEDLINE 



TI I sent 0 f .sua t nou of monoclonal antibodies that oorstinguish between 

0 7 1 > — 2 0 4 and 'Other strains : f yellow fever virus. 
AN Earreut A D; Mathews 7 H; Miller B R; Medlen A R; Ledger T N; Roehrig J T 
SS I rparooov of Mi e r ob i 0 1 ogy , University of Surrey, Guildford, U.K. 
SO 00URNAL CP GENERAL VIROLOGY, ( 1 : i° 0 Jan) 7 1 { pt 1) 1S-S. 

Oouual cooie: leR. ISSN: C 122-1317. 
C Y E N G LAI I Ee United K 1 n g ui o m 
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E : : h *' monoclonal 000: i ; - ■ M.A; • . : : ; : ~d i A a 1 * t o- - 

: D 00 ; 00. : o < ■ -: ■ da lot No;. -;. • *-j : . a 1 A 1 s , dengue 2 o . 1 

dengue * viro'O: aid mcvcLZed epitop--.-: on the ■s/od;:p.- pm:-m 

001 4 h DAeui virus g r oup- - 'o:om: n specrfro:ity and t we UJvbu with a 

i lavivo: us-.subqroup spec 1 f 1 c .1 1 y were found to oir s t 1 ngu 1 sli wild-t.yp>e YE 



vivo . ::-utrah:^c:i: tests shrwed that all five ^^£S would neut raiizr 
w: lc;-t yv e Asibij^fttus crown m SWI 3 -11 s , but r^Asib: virus grown m 

, u c-lls, iur^7L'-^ vaccine virus grown 1:1 Mher cell type. 
Tht~ref :e, it. : s :cn;:l:;ued t hut when YF vimj- is gr own in mosquito crlls, 
wi ;. u- - e viru.: is ant 1 genual ly and 1: 1 ol ouica.l 1 y uistmct froir, the 

ru/OO^- Cl Or 1 0 1 MEDLINE 

r-,T T , ■ ~ ."• 

T I I e t e c t :. j n :■ f dengue 4 v 1 r u s 0; « 1 r e protein in the 11 u c leus. II. 

Auric ;uo a:painot dengue 4 cou proteir. prociuoed by a recombinant 

;: aoul r: 1 rus reacts with tue antigen in the nucleus. 
AU Making 1; Tadano M; Antai T; I la S P; Yasuda S; Fukunaga T 
CS Lepartnent of Virology, S jh:-o.l of Med.i cine, University of the Ryu-:yus, 

C kir.awu , J ap* Fin . . 

SO JOUF.NAL OF GENERA! VIROLOGY, 1 8 '< Jan) 7 J ( pt 0) 14 17-2 5. 

Journal coda: I9B. ISSN: 001:1-1317. 
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FS E11 cor it / Journal;: ; Cancer Journals 
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A3 The dengue 1 vi ru= OFIOO :o: e gene and part, of the ?r-M genes 
were mse t t ed into tne toacuDuirus poiyhedr m geue l - gi :<n . The 

r e condor naiit 

haculoviru.E directed the synthesis of the DEN- 4 core protein fused to a 
rant of the polyhedri.11 protein (Mr 25K), as determined by Western blot 
analysis u= L.ng E'EN- 4 core monoclonal antibody . A mouse 

polyclonal antibody prepared .-.gainst the DEN- 4 core fusion protein showed 
antigenic reactivity with the authentic DEN- 4 core protein (Mr 15. 5K) 
present m the nucleus as well as m the cytoplasm of DEN-4-inf ected 
Vero ceils as demonstrated by the pe roxida.se -ant. iper oxiuase 
stunning method. This antibody did not react with cells infected with 
[Ell- 1, -1 , -3 or Japanese en repha Litis virus, or nn rk- infected cells. 
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TI Monoclonal an" .1 ; i : • • . against dengue 2 virus 

E -qlycoprot ei n protect mice aaamst lethal dengue infection. 
AU Kaufman 3 M; Cummers P L; Dubois D R; Eckels K H 

SO AMERI:a:; JOURNAL JF TROPI7AL MEDICINE AND HYGIENE, (1987 Mar) 30 (2) 
4 2 ~ - i 4 . 

"ournal ooode : 3ZQ. ISSN: 1002-9037. 
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0 : in--. i . . 0. . ; : : : . monoclonal c C : ; ; . • - it : - - ■ * ■ • ; : .; : n 
dengue "Ope 2 wa ^•uSoo--i to antigen - * y 1 y ;V 
uaonoi, 0 udiug a s a y -inn VO-st-ru blot aui 1 ysis and for in v i : 

: oOo:;o' O -u • * ". v :* us. Nine of the 11 monoclonal a n 1 1 b oui e 0 

1 r.icte;:; with viral E - u 1 y 0 op r t; t e x n ba^ed ,oi the Western bloc. 

! fcct-i wit. h a OC Kd protein present m dengue- 1 n f ec t ^ci CO/' 
:: sere:' • **-! 1 :'. . Th<- u : 2 "O V- ' -opr. U u n - v -no t. mo- monoclonal 
.so ;;oo;-s ahsn iuv u uc-.i dengue 2 virus in a : lugu it -Our 

monnr]nnal ' ' ■ • ■ • • • 
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Protecticn of mice agamst dengue 2 virus encephalitis by 

immaru cat ion with the dengue 2 virus non-structural glyc c pmtem 

: . :. u-l J J; Braricirios MW; Walsh E E 
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cij-.cuc,:!::-. of rue- u . ; ;. tune dengue 2 virus (PEN 2) -specified 

* a 1 protein Nil t : coide i significant protection against 

int. ra oerebr al clan lien ge with the virus in the absence of detectable 
neutralizing or ether anti-vinor. antibody. NS 1 , purifiea from lysat.es of 
infected Vero cells by immune a f f i ni t y chromatography, expressed 
an ant:, geni c s ::-:•( s } common to each of the fo^r DEN serotypes, and 
h y p e r i r.nnu r.izat ion of i .a b b its wit h N S 1 s t l mu 1 at ed p rc du- : c. i jn of 
complement - f lxiu a { C 5' ) antibody wit h b r o a d DEN serot ype cpeci f l c i t y . 
Hovz-v-c, c t osi-pr ot e :u rcci wa.i not observed : mice immun.i zea with DEN 2 NS 1 
developed little o r no het e rologous c;F antib-dy and we . e act protected 
against cha 11 en ge w l z h reurov i. rul ent DEN 1. Induction -of a protective 
1 1 nm . n e r est' o n s e i; ■ y N 3' 1 s u g g estc t oh a t it be considere ;i for l n corpo ration 
into oosoirle synthet i c z r recombinant DMA DEN vaccines. 
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r encephalitis, in mice. I. Pao sive protection by 
to tlie envelope pits terns of J7D yellow fever 



lethal A7l yellow fe 
monoclonal antibooie 
ana dengue 2 viruses. 
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Monoclonal antibodies to the envelope proteins ( E } of the 171 
oui • :iia: strain of yellow fever virus (17E> VF) and to dengue 2 
virus were examined for their ability to confer passive protection 
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La dengue au Burkina Fa so ( --x-Hai.it e-V o 1 1. a ) : ep idemi e s 
s ai s onn: ' e res en milieu arbain ha Ouagadougou. 

Gonzaleo J ?; Lu Saussuy C; Gaatun J ■;: ; McLo rmi c k a B; ILuonrt J 
BULLETIN DE LA SOCIETE B'E EAOTHOLOGIE EXOTDh-E et I-E CEG EULIALES, (11- 

" y ! i i ' ? - J 4 . 
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article; (JOURNAL ARTICLE) 



" oa rriai o 



i s c 1 a : 



luring i he rainy seas sm o f 1 8 2 :'0 pat ir-nt s {2 9 european ami 1 voltaic) 
oie-ent^d with an intense dengue- like syndrome in Ouagadougou 

" : : . ? of these oases possessed anti - f lavivirus fluorescent 
a n t .:. c c c i :. e s w:o 1 1 e i o 1 , v; e r e p o s r 1 1 o e L .< l s p e _. i £ i c a :o 1. 1 ■ Deuyue I cjM 
antibodi eo. Vero type E 6 cell cultures were used Co isolate six 
strains of Dengue 2 virus; monoclonal antibodies were 
used for viral ident i fi cat io-n . These strains c oris 1. 1 tut e the first 

of human Dengue virus in Upper Volra. Authors present conditions 

of virus .isolations, describe the observed synolrome and discuss the 

epioerr;::; Icgioal interest of this outbreak. 
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Dengue NC 1 - spec: l f i c antibody response- 
e r o z y p > o n q i n patient s w 1 1. h Dengue f e \ 
:.ri:iorrn.,qii fever. 



iso> type distribution and 
and Dengue 



s r. a : e s 
; Artich 



■P.NAL ARTICLE 1 



■ Ton ma 1 , 



dengue 



monoc 1 onal 



CaVStU 



scluble^^l a i if i :fccis sr-ieted ir: the culure supemat a; it s s 
Vero c-.-ll£ infeM w::h I EN virus. We observed rig an::-!Js: 

„ :> t;u:av re.rponSR^ m al 1 of the convalescent se^Fof patients wit: 



.■liar NS1- -pec i fi c isotypi: and s e r o t yp i c antibody response.:' weir 



the sera f r. m IF and DHF oacieuts. The result.: showed t hat 



a J. ^ 



I f:; infect lc ns menaced significant: N3 1- speci r l c IgG, whereas 7" and Cs 
:: f p : : : . ; r y OF patients v.-;. 4 j arid c O of secondary LF patients produced 
and IgA ant ib id i e s , respectively. Op ec l f ici t y analysis showea that. 

t f i • IcG and I a A antinodi-s c ros s - i ea-: t strongly to .Japanese 

roicephul Kis ( TE ) virus NS.1 glycoprotein, whereas DEN NS 1 - .s pec i f i c IgM 

serotype spe ?.i f ici ty of NO .1 - spe oi f i c IgM, I gA and I :?G were fours:! 

to be t , 07 and 70 for ): rimary infections, and 00 , 22 and AD ■ for 



secondary infections in pcsit iv- samples of Dr pascuit.: . Sim.ii.u pattern 
was found m LHF pati-nts. The results showed that all of the jF and E ; H F 
patients produced si nun f leant NO 1 - sp ec i f i c antiooai-s. We did not obseiv 
d.i rect cor re la t. ion between the auti-NSl antibody responses and DH F 

b e c a u s e 

sera from patients with OF on: i DHF showed similar a:itr-NCl a r 1 1 : b o • i c 
responses. Copy right 2000 l\i ley - Lis o, I ins 

/Sid 2 0 0 C 10 4 0 7 1 ME 10 L 1 N E 

E>N 2:1(4^71 

Tl An antigen capture enzyrne-linke :1 immunosorbent assay reveals nigh levels 
sf the dengue vir^s protein MS 1 m the s e r" a of infected 
p.- aticSs. 

A T J Vcunc ? R; Milditnh P A; 31 etch ly C; Hal Is ran V/ 

CS sir Albert Suszewski Virus F:esearch Centre, Trie Royal Children's; 

Hospital , 

H e r i ton, B r i.sb a n e 4 01 9 , Au s tcalia. . p. y o u n g '3 ma 1 1 b j x . u q . e i u . a u 

30 JOURNAL 0>F CLINICAL MICROBIOLOGY, ( 2 0 0 D M^r) 3 (3) 1001-7. 

AuusA -cue: H3H. ISSN: 0 0 0 0- 1 1 s 7 . 
CY Unite si States 

DT JoriniA; Article; (JOURNAL ARTICLE) 
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FS Priority Auoials 
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EV; 2 00 dOO'CO 

AB We describe t ne ■development of a rapture enzyme-linked lmitosorbent 

assay 7 

for t ] \ e clot ec t i on sf the dengue virus; n snstr siotural protein NS1 . 

Tise assay empluys rasbit. poolyolonal and monoclonal antibodies as 

the capture and detention antibsdies, respectively. Imnsmoaf f nut y- 

r: u r i f le si NS J de ri v e d f r cm dengue 2 v i. r a s - i n f e o t e d c ells wa s u s e ol 

.,. a uiaa rd to ~st ai.nl. : sh a aet -eta on uooct: iv]ry of approximately 4 

s nO :' i a : , as- ■ a o • n.t c : ug monoclonal o S i ; . si : • ■ . r - . o •. c s : r. : no . ; 

dengue .. serotype o -:t : ^. .A s o.; -l f 

ser o type - r :-;**: o' - ■ monocl onal >n;t : ; : i <■ j ' >s i > ■ a _ .• 

: • ::a:nsg t u r i-e dengue ' s : us serotypes . Fx .iron ■ . a t : . u ::f 

OuossO sampleo demonstrated t hat the assay v/is able to d~tt-c:t NCI with 
minimal i n t e r f e r enc e f : no sert.cn components at the teat dilations 

c. o nes* in : that A. e-ould form the basis sf a useful additional 

iocs sac t^st for dengue viruo mfoV: m. Fur t h- i :no r e , 

aoo : 1 1 i* a 1 1 on of. N:A loot- lo in patient s^r. a may pi: to- to be a valuable 
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W 
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: c -a i -.: 

Kyb ride ma sell lanes secreting monoclonal antibodies t :• type 3 

pel. icvi lis were prepa red, and their reactivity with infectious- virus ;I 

.no : , empty parti elr-s (C antigen), and isolated virion caps id 

O'P-- were exannned. Eight, antibodies react e:i with epitopes common to 
: ■;■ ,.-:it i;:-r.s, and .1 : 1 of these possess t.-d hiijn tit-rs jf n^.d r.iliinig 
a t .: v : t ',* . However, only 12 of 1:.' antibodies that roasted exclusively wit 
I in: 1 ::e:\ neutralized virus mfectivity, arid s- ome of: the.e- reacted only 
with - t rains; of viros with T 1 - ol 1 gonuc 1 - o 1 1 de maps 1. der. 1 1 oa 1 or similar 



: barm va ; cm-"- polio vires. The.:-- antibodies will re of 
;.n 1 1": t. 1 f y in :f strain.-- of virus derived from .sabin vaconoo None of 
monoclonal ant rbcdie.o that neutralized r ype 3 p:liov.irus 
ro-i :'t-o:l m immunoblot experiments witn 1. sol a tea virion capsid 



proteins. 



ect ions 

dies als 



)f the 



ant in odies t n a! 



d only with 



.-.ntigen bound to VP.1 an i VE'3, and three of these 
reacted with proteins of pol.novr rus types 1 or 2, 



Thv 



of o-.ivjvity of neutralizing monoclonal ant.ir sires witn 

is 0.1 a ted viral proteins sag:ieoto that tne antigenic pripetties of 

are determined by their arrangement, in the virus and net 0 imply by amino 
a 001 d .± equen ce . 
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oooat 1 0 A; S child G C; Spitz L; Brasher M 
VIROLOGI 3AL METHOD.:, (Iv2 0 s t } 0 (0) 13 1-11 . 
: H j P. . IGON : 0160- C 334 . 
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An ;:rjn'.;iv: radi ometri: assay (IRMA) for tne as.iay cf antibodies to 
pel 10 vi rus antigens is described. Dilutions of the test, sera or whole 
di!r:on. pncK) blood samples were incubated with tne Poliovirtis antigen 
bona to a solio; phase and the specific nut rl . iy was deteoted : y the 
addition -of a mouse anti-human IgG monoclonal antibooiy (MoAb), 



oas itself ic 



tied b y 1 c d mate d s 1 1 e e p I g G anti-mouse E ( a b ) . W f 



.arge-- s;. 



•■■ ao.i polio 



polio 



monoclonal au + \\ 



:lu. 



To u rna 



ybriTTbmas : • • • : <- 1 i n _i monoclonal antibMes against 
vit. strains of polio virus type 1, 2, or 3 have been 
--d. For this \ \i\ o - Baib/C mice were lirmumzed with purified and 
/ate d virus suspensions and their splei;ocyt.cS wei e fused with 
::o mouse myeloma cells. Screening fcr antibody production was 
:\ed in an en z vine - 1 1 n ked lnw.inos/i'ber.t a a- say (ELISA) . Antibodies 



: ro:i;;;o"-.i • • : : h • - 1 in cell .culture .;■ r in Bair/C mice by passu. tin:; the 
hybndomas as solid oi ascitic tocmors, after t hey had been cloned at 

three times by limiting dilutions m mierotrter plates. Specificities 



number of * h < - ; 
ELISA d:d l.n a n 
s ubt ypes . The re 
monoclonal antib 



monoclonal antibodi' 



^rmined m the 



ut rail zat ion test using different polio vino 
ults indicate that for epidemiological studi* 



lay provr 



be 



useful tool; 



Al; 



t.n 



use of monoclonal antibodies for vaccine r reduction (affinity 
shrorr.at ugraphy; chu rac t e r i za t i on of viral substructures ) and routine 
vaccine • • n t : • 1 purpose ^ antigen quantification; neutralization of 

c i r u - ■ s e ems- a 1. 1 r a c 1 1 v e . Two .of t h e ne u t r a 1 1 z l n g monoclonal 
antibodies aqams t polio virus typ>e 1, shewed a selective 
irrinunopre oipot ati.on with VP1, win :h suggests that VP1 is an important, 
polypeptide tor the induction of neutralizing antibody in vivo. 
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SI -specific ant ibody responses: is o type distribution and 
e r o t y\ c n :: in patients w 1 1. h Dengue feve r a n :1 Dengue 

: .er.:o r r hag l c f ever . 

Cuu I V; Chen L K; Chang 3 F; Yuen Y Y; Chow L; Chi en L J; Chin C; Lin T 
H; H:;-i:o! 0 H 

: • -p.. : t i:.t.-n: uO Healt L, 33. o: : < • : , Taiwan , R< -public : C Th ; ha . 
E ngl l sh 
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': un.bv stand the antibody r espouses t o dengue 'DEM 1 
: p Co . ■■f'-hesis of dengue f^v^-i iD-Fj and dengue 



L 1 7 ANSWER I 

AN 2 1 3 3 4 3 ■ " 

DN 3 343o 4^ 

TI Dengue N 



Vero 



^rolcu-cally C'mfirned primary infection. The presence of hiqn levels o: 
- c ; NO 1 in^^w- s • - : a of patients r:-;v rriencni^^e oooiary dengue 

,'irus on f ec:t lori^^and m the context of an anamnWic antibody response, 
o;gcfrs"c that NO 1 may contribute siqn.i f i uantl y to the formation of the 
orcchtM:i:i immune complexes that are si. -'pec ted to play an important rclf 
n: tne pathogenesis :f severe dengue it. - • * .: . 
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I E ; R E , Mexico , D . F . Mex l r 
ITjMOLOotV, ( 1 : 0>7 Oct.) 11 
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EW 19 0:0 3 02 

AB K ? 3 qu i t o o ol 1 e otoi oris were conducted dur i u j *. dengue outbreak i n 

Reynosa, Tamaulipas, Mexico, Jul y- Fe cembe r 1995. A total of 6004 adult 
mo.:, qui tees (four genera ana nine specie.: ! were captured, of which 2 98 0. 
(7-.E females and 21.7 males) were Aedes albop.ictus and 2 ? 3 9 (39.7 
females ana 60.3. males) were Ae.aegypti. These two species comprised 
84.2 : of the total collection. Specimens were atouped into pools, nearly 
r :o of them prooessea for aetection -of virus; by cythopathic effect in 

: 2 and VERO cell cultures and by ha emagjlut l na t i on test. Five 
pools qave positive haema q iilut ma 1 1 on reactions; and were examined by 
immunofluorescence using monoclonal antibodies to flavivrrus and 
to dengue virus.. One pool of ten Ae . a .1 bopi c t.us males was 
positive f i' r dengue virus;: serotypes 2 and 3 were 

uitifoed by serotype- s peci f ic monoclonal antibodies 

confirmed by RT - ?CR . This is the first, repeat of Ae . albopi c tus 
u r .:- 1 1 y l n f e c t. e d w r t n dengue v irus i n Ame rica. A 1. s d , it is t. h e 
very firs: time Ae . a Ibop i c t us males have been found infected with 
dengue oat us; in tne wild. 
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melli m 



omnrojlobulih >-•:•• s upe r t ami 1 y expit^srd in rat 
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chemi s t ry , IN3ERM CUE :> 0 ■- 1 1 , Nantes, France. 
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A novel m-mi e r c: :: t h~ 
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:_e fined by monoclonal antibody E4, the pE4 ant.i>:| 

20, 010- La gl y cop rot ei n which is e>:p>res 



i. s a 

i at the cell : u r li 



)f rat 



and mar: ma ry carcinomas, bat cnly m trace amounts in normal a an It rat 
tissues. To determine the structure of tins tumor-associated antigen and 
to ident.i f v it.s functional -remains , we nave cl nied a cLNA coding for this 
protein. Ir encode- a 4 1o-a:nin:» acid protein with an expected molecular 
weiynt. for the core protein cf approximately 42,0 20. The predicted ammo 
acid srquerce reveal; that pE4 contains the conserved ami no acids and 
domain structures characteristic of members of the immunoglobulin gene 
super famil. y . lompati-Oi of this sequence with data tuanks revealed a 
s i. qn i f : can r iinmilooiy with the numan and mouse receptors for polio 
-vires. However, pE4 is not the rat receptor for pol. l.ovirus, as different 
patterns w-re obtained by n yk r i di zat.i on of rat. genomic DNA with both 
probes. A ma j or approximately 2 . 2-ki.l obase transcript of the pE4 gene wa.o 
detected in all the ra t, tumn cell lines tested. In contrast, barely 
detectable levels of pE4 mRNA were found m normal adult rat tissues. 
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i raves ti gate whether pchiovirus was pr 
selective isolation of poliovir 



a f t. e r 5 y e a r s ' u a; e of 
was tan side red of inter' est t. c 

ent. in t h e sev/age. A met h o d f o r 
fram sewage was developed. The method 

e -tarried out at. intervals 

■ace me - like 



appeared t: mtrease the yield. The studies we r 

up to ^99 0 . In 19? 9- 9 Co tne vir.;i is abates, were characterized by the us 
cf monoclonal antibodies differentiating between 

vhabin- Li ke ) a :ad non -vaccine- li Ke strains. ?o 1 1 o v i ras es of both kind 
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s r. e c. l m 



luteal t h rough-: ut the peri :■ :1. Two per lods we re of a pen al a rate rest. Tlae 
it v;as in 19 7 7, wn<-n a single, paralytic, type -2 case ocaurred in 
ion in an uavaccinatea sett. Tlae secand was in lac-l-oo when a type- } 
lemiz broke out. m Finland, followed by vaccinations of the whole 
h pop ula t li n with live oral polio vaccine. On both 
ens the implicated viruses could he traced to a high degree in 
in a'weden. The absence of policvirus isolations from faeaal 
-is af pitients ana the isolation of live poliovirus vaccine virus, 
aac :me not auaed an Sweden, indicate that the virus strains are 
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serotype 4; ser^pe 2 circulated interim t t entl y^Qid 

s e r o type 3 w a s 1 y a b s e :i t o n 1 y cue s u b g r o up r am w a s 

uetecteC' Twc' ^?c:ro}:herot.ypes, bbba and c^ba,^^:cu]itea fcr the 

1 a : g s t 

LOp;u; f :cn of the :" 4 5 HR7 otra.i ns examined, 74 (21.4. ) and 222 ( 24 . 3 
-tram:- , respectively. Unexpected cciibn.ano-s of subgroup, 
serotype ana elect rcpher c t ype were deterred m 5 subgroup 1 
-train:-, rf which 4 possessed a "long" sHA pa t. tern (i serotype o 
and I serotype 4 strains; md one a "shirt" ? N A pattern (a 
serotype -itraci; . In adult mm, 4 mous J HP.V strums (atypical 
riPV cr p,it..uj:avn^-.: j were detected on the basis r f e 1 - : t r ophe r c t yp 
These 1 mo* in gs emp'hasi te t he need f or c int ii.uous curve 
m f >- * . n •• m different n ui • ^rea-.- of the wet la 
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AB Tnree panels of monoclonal antibodies used for rotavirus 

serotype i ienti firatiro by en z yme - 1 1 n keel immune s orberit assay 

E L I OA ' were evador ted at the National Institutes, of Health, USA, to 
identify ant uooaies suitable for distribution to laboratories involved in 
WHO- specs : red trials of rotavirus vaccines. Twc of the 
par.e.ls we re compar ably effective m i dent l fyi nor the serotype of 
each of tne human rotavirus reference strains of 

serotype 1, 2, or I. In addition, cue of the panels included a 
monoclonal antibody that was effective m identifying strains of 
serotype 4. However, two different lots of a third, commercially 
available panel we .re not effective m identifying the eight strains 
mp. resecting the four serotypes- A third .shipment of this panel 
was therefore tested using revised instructions and, under these 
conditions, it was effective in ser ot ypri ng seven of the eight, reference 
ot rails . It appears that a battery of monoclonal antibodies fcr 

serotype may m mummd to identify antigenic variant- 
o. . '■ h : u ; sero type . .' . : ; . * . oil c t ud i e -.: a! ■■ me' ir-u + ■ is e> : - : : s : n - • 
■'. . * : cc : :i'-:.r ro c : v : n i n rotavirus f m 1 a : c:;r . 

Serotype variation of human q roup A rotaviruses m two regions 
t: mo u 7 C; • • . :■; K; rem:- ■ ' W; ~ mm; • u : H B; Tunigushi K; Urumwa N 
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First record in America of Aedes alb:>pi:tus naturally mf 
dengue virus during the 19^5 outbreak at Reynosa, Mexico. 
Ibanez-Bernal S; Briseno B; Mutebi J P; Argot E; Rodngue 
Ma rt l nez -Campos C; Paz F; de la Fuente-San Roman 
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T :■ dengue virus. One 
p : s 1 1 1 v e f o r dengue 



:ondac t ed dur ma 
; , Ju l y-Decembe r 
i nine species) 
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for detection of virus by cythopath 
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, e- n i a q :j 1 u 1 1 n a 1 1 on reactio n s air :i w e r e 
mg monoclonal ant r bodies to. flavivi 
pool of ten Ae.albopictus males was 
l ras : serotypes 2 and 3 weroo 



identified by serotype- speci fic monoclonal antibodies 
and confirmed by RT-PCF.. This is the first report of Ae . a 
naturally infected with dengue virus in America. Also, it 
very first time Ae.albopictus males have been found infec 
dengue virus in the wild. 
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h its c jr responding N-MAb, suggesting that the 
rtial antigenic determinant. These data may prov< 
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T I S e r o t yp l!'. d of rotavirus b y NAD P-en h a n c e d e n z y me - l mmu n o a s s a y . 

CS pegi cu;;l Virus Laboratory, East Birnungnam Hospital , U . K . . 
SO JOURNAL OE' 7IR0L0GICAL METHODS , (19-7 Nov} Is (2-3) 77-xS. 

C: Nethe r land.: 

DT Jourri A ; Article; ( JOURNAL ART I SLE ) 

ES I ri or : t y J : ur n a 1 .i- 
EM . e - >• . 

AE A met rod is described for the serotypmg of rotaviruses direLtly from 
sample— of faeces. Serotype - :s pe c l f i c monoclonal 

anti b : dies were used in a s:ln phase enzyme- immunoassay utilising a 

nov el 

sub st : ,-;te yctem based on the de-ph csphorylat i on of NAPP, followed by 
eyed i : eclonr reaction. Tin.: method i :s shown to be approximately 5-10 
times more specific and sensitive thai, assays utilising a conventional 
substrate for ihia.lme phosphatase, and allowed serotypes to be 
ascrioej tc samples which coulu not be typea by other methods. The value 
of this method for rotavirus epidemiology and vaccine 
trials is discussed. 
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Epi tcp-e-spe oi f ic immune responses to rotavirus vaccination. 

Shaw r D; E:ng K J; Losonsky G A; Levme M M; Maldonado Y ; Yolken R; 

Fiores J; Eopikian A 2; Vo P T; Greenberg H B 

leparvr.ent :f Medicine, Stanford University School of Medicine, 
3 a 1 1 f r n i a 
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Rotavirus 

L ■ I ot 



-mu an .1 mpo r t 

oil rotavirus trains t.h 
l 



cause ;.: mom or 
Vaccine ; : a a r urns 

are attenuated m 

vaccine s t tan i can rlicit p rot ect lve i mmani t y an humans tc 
rotaviruses of the same or different serotypes is an impor 
guesticn in determining vaccine ^ffoocy . We ustrd suae: 
serotype- speci fi a monoclonal antibodies directed at VPS 
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rtofile.:: of E >E N ^^b I :d i : i . I at. different pH were nv^rkedly different brtwrt 
the twc o~l ; ^o^^ft- A t ype-speci f :c neut r al 1 zinc^^fcnoclonal 

a:;::i:oav reducecffiutial viruj' binding to both c^K types similarly but 
ccnple;-;-- ^id g r ' j up - s p e f :. c neut raliziM,j an t lbodi e s affect ed virus 

different lv. Altogether, these r^-ultt suggest the involvement 
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.t receptor.:; or receptors presented in a different erivi r : nmeiit on 

erf -o- 10: : ho two o~ll lines. The sensitivity to proteolytic 
ouu t : moo- d-*oqent of one biud.no sites on tl'ie two cell types 
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?rc::l'i:r.io;-. ot dime r - .-■■poo i f 10 and dengue viius group 

0 r co s - rea :• t i ve nvouce monoclonal antibodies tc the dengue 

1 •/: i . .. n : n - s : rue tura 1 g 1 ycop r o t ei n NS.L. 

: : s o H : lrcul if 3i J logy Unit, London School of Hygiene S Tropical 

XediOlUe, V.K. 
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A panm. :f nouse monoclonal antibodies (MAlob raiseol against the 
:oo - st o :o a rul glycoprotein N31 of dengue h virus (?Rl:o) was 
.studied for oroos- reactivity with the US 1 protein of other dengue 
virus serotypes and other members o f the FJ aviviridae using 
imroo :»bl ot: i n :j . Most of the 35 ant.i-MSl MAo , were found to be specific 

dengue 2 v l r u c N.:' I [ s one o f wh i ch we re sp e c i f l c f o r t h e n iti ve , 
dimerio form of this protein), boo others were found to cross-react 

the dengue virus group. Too.: latter group of: MAb o , although 
dominated by MAbs defining a dengue 2 and 4 virus subgroup, also 
contained s c me MAb s that were s hown to cro-s - react with both linear 
oo guent i a 1 ) ami con f o rma t ion al epitopes common to the \;si glycoproteins 
of all four dengue virus serotypes. Several of tuiese 

KAbs were also. able to cross-react with other Qaviviruses, most notably 
vi ruses f torn the Japanese encepha 1 1 1 1 s antigenic: c omplex . Al th ou gh 
o toss - r e a c 1 1 v e epi t o p e s we r e p r e v l o j s 1 ;/ demo n s t. rate ol o n t hi l s g 1 y c oproteir 
outing p o 1 ycl on al sera from dengue vinieinfeded .animals and 
h ..unoo chic is the first report, of the isolation of MAbs which define 
* ■;■ ■ t e MCi mint ;■ .ou ooodi v:\ll -i 1 1 ow Ooo.r further analysis. 



I i o : e-c *■ .;. o: of oo ..o.ooo dengue - vouo ooej h ; o t is i c 
immunisation with : u • • dengue 2 vi r a ncn-st ructur ai ■ j 1 y c op r o t e i u 
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TI Epi t ope - speci f 1 c immune responses to rotavirus vaccination. 

AU Shaw R D; Fong K J; Losonsky G A; Levme M M; Malcionacio Y; Yolken R; 

Flores J; Kapikiati A Z; Vo P T; Greenberg H B 
CS Department of Medicine, Stanford University School of Medicine, 

Call f in 1 a . 

SO GASTR 0KNTEFOLOGY, (1987 Nov) 9 3 (5) 941-50. 

Journal code: FH 3 . TSSN: 0016-5085. 
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AB Rotavirus gastroenteritis is a leading cause of infant mortality 

m developing countries and an important cause of morbidity in children 

under 2 yr of age in the United States. Vaccine programs have 

evalua t. ed animal rotavirus strains that, are attenuated in humane 

but ant lgemcally similar to some human strains. Whether a single 

vaccine .strain can elicit protective immunity in humans to 

rotaviruses of the same or different serotypes is an important 

question in -determining vaccine efficacy. We used characterized 

serotype- speci fi c monoclonal antibodies directed at VP7 

in a (competitive solid-phase immunoassay to measure epi t ope- spec 1 f ic 

immune responses to serotypes 1, 2, and 3 in sera of children 

who received a candidate serotype- 3 rotavirus 

vaccine. Antibodies to serotype 3 were detected in 72% 

of sera samples, and to serotype 1 and 2 in only ll g o each. Also, 

a VPS- specific monoclonal antibody which neutralizes three 

serot ypically distinct strains of rotavirus was used to detect 

the presence of similar antibodies in 56% of the test sera. This finding 



L14 ANSWER 3 1 OF 31 MEDLINE 

AN ^'137 r :-y MEDLINE 
DN r.'lH7 r 7H 

TI Production and potential use of monoclonal antibodies against 
polio viruses. 

AU Csterhaus A D; van Wezel A L; van Steenis G; Hazendonk A G; Drost G 
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AB Lynpho::yte hybridomas secreting monoclonal antibodies against 
- different strains of polio virus type 1, ^, or 3 have been 

produced. For Lhis puipij^e Baib/C mice were immunized with purii.. reo a no 
inactivated virus suspensions and their splenocytes were fused with 
F.?.X63Aa6 mouse myeloma cells. Screening for antibody production was 
performed in an enzyme- 1 inked immunosorbent assay (ELISA) . Antibodies 

we re 

produced either .in cell culture or in Balb/C mice by passaging the 
hybr.idomas as solid or ascitic tumors, after they had been doner] at 

least 

three times by limiting dilutions in microtiter plates. Specificities of 

a 

number of these monoclonal antibodies were determined in the 
ELISA and in a neutralization test using different polio virus 
subtypes. The results indicate that for epidemiological studies 
monoclonal antibodies may prove to be very useful tools. Also the 
use of monoclonal antibodies for vaccine production (affinity 
chromatography; characterization of viral substructures) and routine 
Vli :.:i:^ Control purpose (antigen quantification; neutralization of 
v a c c l n e 

virus) seems attractive. Two of the neutralizing monoclonal 
antibodies against polio virus type 1, showed a selective 
mununoprecipitation with VP1, which suggests that VP1 is an important 
polypeptide for the induction of neutralizing antibody in vivo. 



